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-~X • ;nax^-«» (M. CHO-K i« ; v>-^-;v • *y • >f * 
^^^y • y -rV v> (J. Exp. Med.) 108^ 945M> 1958^£gE|ft) K 

iAU CCR6^3|W;CHO-Kl»^ MIP-3«^Tt» 
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^n-fh^m^m-f^, (2) iIUcMIP-3a^Wf^ cc 
R 6 *W^Sf£n- Kt D N A ^tf t^>f f ^M^r^St ^ i 1 1: i o 
TIHI±CM 1^:1^ >^^f Cii^^ Mf^t^MI P-3 a <7>idtt 

o 

8 * fz& i o xmz r ^ y mmn tm-t tz\±nmi i-m—<D r<y mm.m 

-t^ • 1 7 • aM t D y • ^ < ^ h V - (J. Biol. Chem.) 272^. 14893 
-14898JC> 1997^#M) o 
[0 0 151 

* tz^ ^m<DM IP- 3 at LXii, Wx-lS. (DW&m-^ : 2 , 4 t tzit 6 

-e^£*L£T5 smMwr^ yitf i»7^ ymse^'J^^ 1 1 tza 
icflFt L<ii^ (i~5) is) <DT$ym s 4&LfcT$;wffl, ®mm^r 

: 2, 4 ifet±6-e^$*t^>T^ y»HB^JfpT5 / Hftl»7 5 /tBfi^ 
lf;:li2W± ©tl<(i, 1-30H3IJK. J: *) ft * L < it 1 ~ 1 0 

mnm, zbK&tvam (i~5) is) ©rsyfcjWtoLfcrsyBMKRi 
> d)se^J#-^ : 2 . 4 * tut 6 r 5 j ws&wt\ ; m&-% 1 wm<t> 

7<yWJ^ 1 2fcti2«U: (ft* L<ti> 1~3 0M*1S. 
<lil~10«> ZhKU* L<\m (1-5) ffl) OT^ym^A^tt 
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-COOH) . *myl/-K-COO") > T ^ K (-CONH2) £fc 
fii^f;!' (-COOR) OflTin?*ot4J:v» 0 

££T?.x*-r;WC:fett&Rfc LTfi, flOxJf. n-7°ntf;V 
„ -fvynt°;K n-Wft^OC i - 6 7)V*)vm, ^xlf, ->*n^>^ 
/K y^nA^y;v^^oc 3 - s y^n7;v+;vS, #JxJi\ 7x-)K «- 

^ -;i/-C 1-2 T;V*;H£fc t < it a -j-7-3-frfr-fr%¥<D a -^*7^;V- 

c 1 -2 t;v^;i^&£?oc 7-14 r7;^;H> tv-?n^;v^-^v^^-;i/^ 



ffiffl£# 2004-3028742 



#12003-056885 



^-v>: 14/ 



s^g, r-fe^i^&^c 1-6 r;v*/-f ;vs^if<7)C i - 6 rvmir 

^HHJOM I P - 3 a <Dft* bv^#M t ttti, fflx-tf, @S^iJ#-^ : 2 "C^ 
£*l&7 3- ym@B^J4'T5 / iff 1 -7 0tr^$tt^,T^ yfTO^^I,^ 

^t: hui p-3 ME?UfH§-: 4-e^$tL^»T5 ymm^r^ / iff i - 

7 1 XtfZ tL& T ^ y ^ge^ij^ £ & £ -;hMIP-3a, £ ^t±E^!l#-^ 

: 6 xmz ti& r $ j wmwr \ y m.^ i - 7 o xtfz *l;*> r 5 y $^!)^ 

^i»v-)XMI P-3 « &^ ? £>lf <b*L& 0 
[0 0 17] 

^^)M I P - 3 a <DW>^ff- Yt Lt(i> miBLTt^^OM I P - 3 

« <^)^7 ^ y ^tt ^ ^/f KT^o T, ft* L<it, ^BJOMIP 

mm, ^m<oM i p - 3 a <Dmmr ^ y mi^ijo? *>^& <ti>2 om& 

_L> ft* L<(i3 0«JLb, 2t>Kft*L<lt4 om&±, £ *9 ft * L < i± 5 0 

Mi^Mi p-3 « o^^t 9 ^- Kti, -e^r^ymie^j^^i 

fi2«Ui L<(i. 1-1 01®3IJg. £Mc$?tL<{iifc (1-5) 1i) 

<7)7^t«u *tz&, ^<DT$;mMmKi*tzit2m&±. w*l< 
(±, i~2 ommm, z*)ft* L<{ii~i oisnm. Hermit a 

-5) m) <DT$;M*mtoL. *tzli, ^7^»Ji:ii^tt2Wl 

(ft*L<i±, i~2 0im j^ef* t<{ii~i ommm, ^^w^l 
<teifc (i~5) « o7^y^m^> t?t»±. ^r^miEWoi 

£fcl;3:2«Lb (Sfi L<fi. l~10igS, $6i:iftL<iit (1-5) 
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ttz, **Wfl5MI P-3 aOSR^^KtiC*****^^^^ (-C 
00H) , j&/M?**>V-b (-COO") , T ^ K (-CONH 2 ) tfctt^ 
XriV (-COOR) olpr*L-e&oTfc dd-^J-^T-^^^lt^) R t LT 

»±, $^<7)Mi p-3 a iz^^xm^Ltztm^<Di><D^mif^^o 

<dmi P-3 « ©U^yf K#C*TOt:*;v^^>'^i (Sfctia/M** 
±SB L tz C Mt&O x x ^ * v^fb *l& o 

*f|^)MI P-3 flO^^-/^Ki±*iL#^0/ii60^i: U^Iv^ 
[0 0 19] 

$f^OM I P — 3 a Sfcti^-Offi^rT- KttilfclftflfCJb-oT t, S^fl 

f>tL, t *) frtf*km¥mm®zti&mtijnMi>miz lv> 0 ^^ti: ltj4 
, wx-is. mmm. mx-n, u>m> jutTKim, «mo £«>«l &&v> 

[0 0 2 0] 

$^<7)MI P-3 at fcti-eo^fi, tfr&Lfcfc hi^l±^oiajflLlft!feolffl 
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[0 0 2 1 ] 

^BJ<7)MI P-3 a i> L < l±^(r)%bft^73- Y^tz\t^<D^ ttz\±Z<DT 
(DX.-0 ^WIb^ L"C(i> flflxJf, ?uu*1-)vmm, tFn^y^f;* ^ 

y^f;Mf^7x^;V7^f75 K^f^fE #U V )VT * K#JSI> 4 

- (2' , 4' -yn^->7x-;i'-HFn^y>f;l/) 7x/+->ijfi, 4 

- (2' , 4' -^F^y7x-;V-Fmoc7</ifiV) 7x^y|I 

f;l»^7f K££J «J mi~t E U £ «b KAM^ifc* 

5 KltUI^ DCC, N, N'-^V7'ntfW;V!K^n\ N-.x^ 
;i/-N'- (3-^w^/7'nv;v) $ K*£f7&*fflv»£>*u> 0 

Cl*te,^J:-5Sttfl:tCtt9-fe5'fHqHW«ftl*l (fllAtf, HOB t, HOOBt) 

i: *> k#»t 5 ymzummm^ffim-f&frt tzit, tmmM&Qst tzi±Ho 

B tx^fH^vMiHOOB tx^r;vt £*M£^T ^ / i^ffitt 

[0 0 2 2] 

fcttffl L 3 %> £ t £ tiT v> £ ib JiSS^ $ ft 7 h o M x. (i\ 
N, N-^W^A7U', N, N-^W-fehT5K, N-^^tf 

miiE# 2004-3028742 



#H 2003-056885 



t-i? ! 17/ 



nij yy%¥<DW.T< KIH. ffi<fc^f-l^>, ^ n n * /I/ A 4 ifO^ o y > 
7fcSfiS> f v 7 ^ t n x ^ y - ^ t'co 7 ;v n - v^^v*^*^ v 

s#s*u or- 5 o^fEH^Mji^tL&o MtttesttfcT 
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LTIi, fllx-tf, Z, Boc^ t-^^^v 
A\ Cl-Z. Br-Z> T^V^**^**' 5 **— hV7KD7 

a 7;v^;vx^TMk (^Jx-ff; ^f^> x^;k 

xfn^7'7;vx^f;K 4 — * y ^fy^>y>^fiK 4-^nn^y^ 
x7f;K ^>XtKV;vxxtMfc) ^ 7xty^^rML 
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Knt?5- t - 7 )i>&% ¥Xh%> 0 

7i/-/Hfc*cgft^o«SHfe t Ltli, ^!lx.(i\ Bz K CI 2" 
BzK 2-x>D^>y>, Br-Z> t Wfflv»f,W, 

fc^v^'f ^ ^V-ZWOfiW**: fllxJ*, Tos, 4-^l>*-> 

-2, 3, 6-HJ^fM>f^J^-;K DNP N ^>y>t^y>f ;v 
> B u nu Boc> Trt, F m o c & Z&M^ h ti& „ 
[0 0 2 4] 

or~4 or^iaE-eff**?^^ W&tmiz&^xiZy MAtf, t~v-;k 
7x/-;k ?-*7~y-;K ***w-/k /^^w-jk y^f-;v^;v 
"7 -r h\ 1, 4-7* :/v^:*-;K l, 2-^^>^^-^-;v^ifoJ;9^* 

2-^^>v^^--;k l, 4-7^ >yf t'^tTOf <t -5 

[0 0 2 5] 
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, 4, 5-h'J^nn7x/-;K 2, 4-^-fo7iy-^ v7/^f;v 
T;l^3-;v N fn7x;-;K HONB, N — t Kn^y^^ K N N 

-t: Kn^y7^;W 5 K> HOBt) t^-x^x^:) £ t^m^h ti&o %M 
<DT< S&<D%;mkZti?zi><Dt LTfi, V >tT5 K**ffl\/* 

[0 0 2 6] 

f - Kilo N^co « - T ^ y ^ £ B&v* ? > y g £ liSJfl^ 7° 

f - K t c *3io * ;v v ;v»o^H^o ^^l^^Lfc^ ysfMtfc teUfr^ 

[0 0 2 7] 

$HI©M I P - 3 a <D^frs<7?- Vtfzlt^r <om.lt, SfeteftW^y'?- K<7> 
^t^ot, ab^v^i^:§|HJ<7)MI P-3a ^3S^^^^^--fe*-e^if1- 
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(DM. Bodanszky fcitf M.A. Ondetti, ^7"f- K • v >-fe (Peptide Synthe 
sis), Interscience Publishers, New York (196630 

(2)Schroeder:fe «£ tfLuebke, -f • ^7"^ K (The Peptide), Academic Press, New 
York (196530 

<m.mm$M, ^^F&mvmktmm, %mm) (197530 

®$cJ*t&9! fcitfiWJKft^ £<fc#^l£IM K 9>WR<Dit&Vr, 205, ( 
197730 

®fcAM9MH*, tmm&vmm, mum, ^-f^v^A. j£jh»0 

[0 0 2 8] 

$ & *^WOM I P - 3 a t tzit^(DU^y°f- K«\ *fi©M I P - 
3 « t fctt*tf>SB$3"*"/f- K*3 - KtSDNA^^tt^fflEM^fL 
. ^<b*tS^*!»^fe*l&WOM I P - 3 «^;tt^«^/f K£#«t*Mft 

(^OH^/f Kit RDNAKtt&^&RNAfcl&SfcLT. ^3rfPH» 

DNAIrili: Ut^JStSiii^iao 
[0 0 2 9] 
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Ltlt tu^t^^c^MI P-3 « t^{±-€-^^7°^ K£n- K1"£ 

ifi*oc'DNA, piet^«-a^a^ocDNA7-f7^ 1 ;-. mdn 

total R N A $ tz it m R N A Wlfr £ HIS* U *> O £ ffl v> T ^Reverse Transcr ip 
tase Polymerase Chain React ion (J^T> RT-PCR&i: tiffifit & ) izX-oX 

[0 0 3 0] 

**lflOMI P-3 a - Kt-SDNAi LTtt, $!£ti\ E?0#-5§- I 1, 
3 t^ti 5 -C^$*t*ffl3IE3ni*^"r4DNA^ 4 fc(±E?!l#-f- : 1, 3 4fc 

U BfrffiL7v:IB^J#-^ : 2, 4 4fc(4 6 -e*$*U»T 5 y&E?!l 

^7<; i J»o r $ y mE?iJ fc^fr-f s^>/^ftHR«n:rafoi 

[0 0 3 1] 

ifi?ij#-§i- : l , 3 * tz\t 5 1?^^ *l&*»E?!I bW7F'J>vx>b« 
T"CvW7*V^Xti*DNAt LTfi, Miff, E3W* : 1, 3S/:li5 

-e^s ti2>m.mmm tm 5 0 %&±> 0 4 1 < 6 0 %&_t, $^c^u 

t*$> 7 0 %&±, ±»)^l<(±»8 0 %£Lb, #K£f 4 L < 9 0 %JsLt, 
**>»4L<ii#&95 % J£H±<7>ffi Rltt Sr^T-T & ^E^!l £^Tt & D N A * 

(i\ ^eix^ra.^--^n-^>^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) KEfSO^jSfciffctEoTfrfcd 
4fc, 79 V *- ^tffltW^> 
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^pj>vx>h ^ w\ flix.«r. 1- v >; 7 &Wkm&® 1 9 ~ 4 0 m 

M. 0£ L < i±l<J 1 9 - 2 0 mMt\ }&S«J 5 0-7 0t, L < f±#*J 6 0 
-65 °C<7)#:#&^1-o 7" b V 7 1 9 mM"^E«l 6 5 "CO 

i^tKtt, ^i©MI P-3 a^3-Ktl»DNAIi> @B^iJ#^ I 1 
[0 0 3 2] 

$|||(7)M I P - 3 a (DUfr^-??- K * 3 - K1" * D N A SS^!]#-^ 2 , 4 

m—i> l < te^isfwtwiwi— <£>r^ ymse^'J^^- ki-&&*e?!I£#<^ ■stria t 

/;««WMI P-3 « t^K6*J^IWI^(7)fS14 (#0. v^;M*3te3tf£tt> ^ 

V ±fBb7^» • c D N A> ±mLtzmm • *U&Ei33fc?> cDNA 

7 4 7*7")-, ^DNAcov^-ftLtr^ iv^o 7 4 7*7 V -^^m-fk^? 9 - 

tE^RT-PCRffi^ioTJiilfgi-^ci^^-ei^o 

[0 0 3 3] 

^fc&fctiu ^«MI P-3 aOffi^T'f-KSrn- KfSDNAtU 
tt, (1) Se^Jff K 3 t/i{i5-e^^^^>m^@S^J«:^r1-^DNA 

WMffi^^tt-SDNA, tizit (2) BS^J#-^1, 3 £ £te 5 T?it£ 

@5^iJ#-^: 1> 3f ^{i5T^$tt^>^@S^Ji:^-f ^Xt'il,DNA 
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14, HtffStlWIita^Tpi-o 

yi; ^-f v 3 <£ * h ij > 5?x> > fc£#J41irfEfc ffi 

[0 0 3 4] 

/N" ^ ^ £ £ 14^ 7°^ K £ n ~ & ^ffi^ij O-^^- & ^Ti" & ^ D N A 7° 9 ^ 
DNA&. $^OMI P-3 «0— §|5&&V>fi^Jt£n- & DN AH-fin" 

^_ . ^ n _- >;J r (Molecular Cloning) H2)& (ffi£) Kfemo?J&& ^ 
[0 0 3 5] 

DNA<D:^@B^Jf4> <2r£n<7>^y K 0lx.fi \ Mutan™-super Express Km 
Mm (*) ) > MutanTM-K (SS* (80 ) ^fcffl^T, 0DA-LA PCR&, Gapped 
duplex^. Kunkel^^i^^OTj^^^^ti^^^^mC^^^oT^ 

[0 0 3 6] 

H-lk^ \?>b LTOTAA, TGAI/;liTAG^tLtv^Uv^ 
fB!RHil£n^ K>^»W«*Jh3 K^tt, ®^&^&DNA7^7°?-£ffiv>Ttt3JD 

[0 0 3 7] 

%i5£W<VMI P-3 a £ fctt*0«W3^:/*-K*:3- rt*DN A 
5M^**-»±, 0UxJ4\ (>f) *^OM I P - 3 « t /dif^^/f K 
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*n-K-r^DNA^^I«Ji:1"*DNA»fJtS:^»)fflU (n) f£DNA®r>T- 

f&S^**-*: LTti\ *JBHSfi*<0:/9;*5 K PBR3 2 2, pBR 

325, pUC12, pUC13) ; tt?Ifi*0^7^^ K (®k p UB 1 1 
0, pTP5, pC194) im-ftte^yA* K (tflU p SHI 9, p SH 1 
5) ; A 7 7 - y ^ f 'J 1 7 7 ; 1/ f n /f , 7* v^T^'f 

¥<DW}m*7 4 IpAl-ll, pXTl> pRc 
/CMV, pRc/RSV, pcDNAI/Neo^Mv^Wo 

LTR7"nt-^-, CMV (^M > * itu •fu^e~-^— s H 

SV-TK/nt-^-ft^fflv^^, CMVyo*-^- S 

R a yn-t- LV^o 

1t±**jc->i V fc7JRBT*&*IHK trpyot-^- lac7°n^e-^ 
recA^o^^- /IPl^^-^-, lpp/n^-^-, T77* 

^±#^/i'*JKW-T?*&$HK SP0l7°n^-^-, SP0 2 7°a ; e-^ 

1f£;&*S£S:T?*&»£\ PHO 5 7 9 n^e-?-, PGKyn^-^- GAP 
7°n^-^-, ADH7°n€-^-^Wi Lv> 0 

[0 0 3 8] 

^TWK ^°VA#inv^^;K SV4 0HttV^ s 

V4 0 o r i 4if*#*LTV*& &<&&fflv>&£ fc**^? 

Mv-^-tLtli, ytKnftl7cii (&T\ dh f r 
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tmfotzi§!&tf$>&) aH£=P ^v>m-f (mtx) »ty > 7>e~> 

^ (&T\ Ne o r fc^-f * G4 1 8iH£) #^WbtL&o 
d h f rfcj^&«^W--X/NA**-jfflJ|&£fflv^ d h f riftf 

PhoA • v^;v@e^J. OmpA • S/^/i'Efllfc ; a±^^^MB^ab^> 

±7&«»«-e**»#, MF a • i/?1r)VW&U sue 2 • S^^IB^Ifcifrt*; 
a±^«MHJ»^*&*£\ ^va'J>"> ^/WKyik a — f > * - 7 ^ n 

[0 0 3 9] 

m^bLXlZ, Mitt xyx'JtTII^ ^f-^JKT^ @£#> 

xyx'JH 7JRffiO#W$0fl t Iti^ Mil^ xi/x'jtT • n'J (Escheric 
hia coli) K12-DH1 C*/n V>>fX • • *f • j- v 3 f-;V • 7# 7* 
5 - • ^7' • t-fxVWX • • ^ • (Proc. Natl. Acad. Sc 

i. USA) , 6 0t, 1 6 0 (1 9 6 8)], J M 1 0 3 ? 4 V y ? • T 9 s ? X 
• ^ (Nucleic Acids Research) , 9^, 309(1981)], JA22 

1 [^t-tJl" t^-tl/^ra^^ • ;W^-nS?— (Journal of Molecular B 
iology) , 1 2 0^, 5 1 7 (1 9 7 8)) , HB 1 0 1 Cv>~^"^ 
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• ;Utny-, 4 1t, 459(1969)], C600 [v^^x 
-fy** (Genetics) , 3 9t, 4 4 0 (1 9 5 4)] ^JB^fcft&o 

y^fi/^KMt LTfi, $lxJ2\ rt+ArX ■ ^rf^^T, (Bacillus subtilis 
) MI 1 1 4 {V-y, 2 4t, 255(1983)], 207-21 Cv>~^ 
;l/ • ^- y" • tt^h'J- (Journal of Biochemistry) , 95f, 87(1 
9 8 4)] fc^ffiv^ft&o 

j^-ft L T (i > ^!l x. if > t?*D7-fW -fe 1/ tf v a. (Saccharomyces cere 
visiae) AH22, AH22R" NA 87-11 A, DKD-5D, 20B- 
1 2> *> , /t7*D7>f't^ (Schizosaccharomyces pombe) NCYC 

1913, NCYC2036. H°^rT ;*7>YVX (Pichia pastoris) KM 7 
1 ftiftfm^bfl&o 
[0 0 4 0] 

LTfi. 'J'fWAcNPVOt^tt, &&m<D$}&m 

3M*<t« (Spodoptera frugiperda cell ; S f «) „ Trichoplusia niO* 
j&ffiSfcOMG lfflll^ Trichoplusia nic7)0Pfi5fc<7)High Five™*fflfl&, Mamestra b 
rassicaeft*<7>*IHJ&£ iiEst igmena acreage <7>»& if^ffiv^ *L& 0 *W 
^#BmNPVO»^li, Sfi5fc*Mt» (Bombyx mori N IfflJfe ; BmN« 
) &^fflv^*t& 0 tS f«^LTf±^ #lxJ£\ S f 9mm (ATCC CRL1711 
) , S f 2 liS» (&_t> Vaughn, J.L. >f > • «7>f (In Vivo) ,13, 213- 
217,(1977)) fc^fflv^it&o 

(Nature) , 3 1 5^, 5 9 2 (1 9 8 5)] o 

m^mmtLXits Mz.lt, ^r;H»COS-7, Vero, f-W— -X/n 
A*?-«CHO 0*T> CHOttttlE) , d h f raWET-fctt^-W- 
-X^A^^-ttCHO (&T\ CHO (dhf r~) MAS BfrSB) , 
Lfflfe, v)^AtT-20, -y"^^^ j.n-v«, 7")XATDC5ia 
7 y h G H 3 , HfFL»Mv^li^o 
[0 0 4 1] 

mtE# 2004-3028742 
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#t*5- • vtzT • -»M x>i/MX • Jr-y • *f • (Proc. Natl. Acad 

. Sci. USA) , 6 9m, 2 1 1 0 (1 9 7 2)*?i?-> (Gene) , 1 7t, 107 

(1 9 8 2)%t^zmm<ojjmzi&^xjtmm%:-f2>zt^zz>o 

(Molecular & General Genetics) , 1 6 8t, 1 1 1 (1 9 7 9)4^: 

^#(3^ $j£f£. y 7X • > • x^/fM^ny- (Methods in Enzymolog 
y), 19 4t, 182-187 (1991). 7°nv-v>^X • *7 • if • 
tvat^ • 7#7*S - • *y • t^fxVv^fX • *7 • if • ^--^Xi- (Pr 
oc. Natl. Acad. Sci. USA) , 7 5t, 1 9 2 9 (1 9 7 8 ) 4 

S&jffll&iSitfm&tt. Wx.lt ^Mt/f^ny- (Bio/Technology) ,6 
, 47-55 (1988) 4 ^KgBfio^r&fctfco xl&Mm&lr ^ifc^t^o 

id^Wfi. MxJl «J&X*»I#8 iill^ItT'n 2 6 3 

-2 6 7 (1 9 9 5) (5H5aHff) . ^nny- (Virology) , 5 2%, 4 
5 6 (1 9 7 3 ) Kffi$c<0?j &K6£o X^m.^mt 
[0 0 4 2] 

-t&ifrk, &mKmmz*i&i£%itLxi*fci&gi&rf%-*L^o ttz, %m*. 
v> 0 RmmtisXit, mtus. p**-^ m>y>, ir»ttw& 

y^^-y- y#- N ^y°b>. ;kS*ek ^WvaJifiai 

y^— *tth';fA, ^b^^^^">A4^-e-tL-rtL^tf £>*u> 0 t*^ 
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xJ£, 7^3-^, 5&^5ym^tfM9^% [5 9- (Miller) , ^>-^;u 
• ^-y - J.^^^ 1 ;^^^ • > • ^V+a^- • yx^T'f (Journal 
of Experiments in Molecular Genetics) , 4 3 1 —4 3 3, Cold Spring Harb 
or Laboratory, New York 1 9 7 2] iffi* L^o 'JfrSSK* >K 7°U ^e-*-& 
< ffi frit Z tub mz-tf. 3 p-J y fl'T?V)l<ffl.<D£ 9&»J£ 

^xyx'j t TJRW-C*&^SMEtftfrO«*ti, ®TO 15-43 °CT% 

a±^^;v^^B-e^)^>^S^m^^*{i. M-%®3 0-4 0*CT% ft 6 

(Burkholder) ft/JvJgife [Bostian, K. L. /Di/-y>/X- 
• -9* • tvatJV • T#7*5 - • *"7* • t^fxyy^X • • if • jx-x. 
(Proc. Natl. Acad. Sci. USA) , 7 7t, 4 5 0 5(1 9 8 0)) ^0. 
5%*^ yt^^tt^ SDfi [Bitter, G. A. <b, yay-y^X-t 
7* • 4f • ^-va^-;v • T#7*5- • *r • t'fxyy/fX • *f • «9* ■ 
J.- (Proc. Natl. Acad. Sci. USA), 8 1f, 5330 (1 9 8 4)]* 
t*tfmifh*i2>o »pHli, »t L<i±#?j5~8-Cab&o MUtft 2 

0°C~3 5T)T*. ft2 4-7 2B#Hfr£:b*L&o *fr 

$1 x. «T Grace' s Insect Medium (Grace, T. C. C. , * 4 ^ * - (Nature) , 195, 788 ( 
1962)) K^HiMfcLfcl 0%^vJfc^O^in%*®l:inx./i^(7)*i:^fflv^ib 
*l&o i^JfeOpHti, 0t L<t±jj&6. 2-6. 4 ii#ft2 7 

5-2 0 %<Djfefc*tinffi*&trMEM1%1k (•^■xv* (Science) , 122t 
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, 5 0 1 (1 9 5 2)) , DMEM^i (^nny- (Virology) , 8%, 3 9 
6 (1 9 5 9)] , RPMI 16 4 OJgitii r/W • *y • ^ • T *V 

• } T 4 J] - 7Vvi-V3> (The Journal of the American Medical Asso 
ciation) 1 9 9%, 5 1 9 (1 9 6 7)), 1 9 9^Afe (^ny-^^ • Jr? 

• «9* • V J-f" -f • "7 * — • if • ;M ;fr a v * ;v • ^ -rV ^ > (Proceeding o 
f the Society for the Biological Medicine) , 7 3%, 1 (1 9 5 0)) 4^ 
fim^btl&o WpH(i, bTZ t< &&J6~ 8 0 S#^3 0 
r-4 0°CT\ f*;l 5-6 0B#F^T&:b*L&o ^OSCT^^itS^ToT 

P - 3 a % tz it ^ <D^^ f f- K £ £j&-tfr L *6 & £ t § £ o 
[0 0 4 3] 

±ffi^*W^^3PJ!<7>M I P — 3 a £fc»i*Ofl&53^7?- K 

iw ^x. Tia^^tc «t o tT=& d i ^-e £ & 0 

> & ^56 SC^'WJ h V h >X - 1 0 0 TMfc <D$mm®ftW&* ttT 

o 

11^7 -^^it«<7)M^^Jffli-^>y7^ 77^-7^-^07 h 
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[0 0 4 4] 

v>\ ^rtf'jyy N /, 7^i^x> M'/f ^-tf, ^nr^f >df-^--fe\ 
^ < LT^-t^^l&^OM I P - 3 a ttz\±^(DU^y°^ Y<D&mZ, * 

tib izH't&sfrm&jtfifozm^tzJ-y'V 4 a 4 a j t 9 > ?u ? 

[0 0 4 5] 

£ h ^mXVM I P - 3 a t tzl*^<DUfi"<7°i- KMU ±M<0*%ffi<DM 
I P — 3 aifcli^S^^f Kfcn- K"t&DNAfcitJ&-$-&RNA*»2fi 

t^t'Ho **v»t± % §e>tcRNA#V 

[0 0 4 6] 

^B^W-iS^T^^*® 19 , M I P — 3 a HMMtflL^^^i&itt&m 

M I P — 3 a m-r^^P^TL^^^i 0IH*JllL*^t-**t*S*l*«3&HH 
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m%)%mm, i&* L<imihmmm mum, mmfo. <^iTiBMif) 

[0 0 4 7] 

lot, mip-3 a nmm {^hcommt^^vx^x^^i, 

<DMri$ffl£ LT(i> HtflfiL^^OMl P-3 a <DiM.tmW.<vi><n&W^f hfi 
[0 0 4 8] 

MIP-3 «#P»£>9*>, MIP-3 aO*H14£ig;T£-££tJSCt LTti, 
«Atf, M I P - 3 a t iz\Z*<omfr<-f?- YKM-f £ ^jffflKtfk M I P — 3 a 

s&sl m i p - 3 a (D^mmm^mir^n, m i p - 3 « <ofmt tz 

[0 0 4 9] 

Lv^HIIitLtli, MI P-3 a<Dm&Z&Tmt2>®Ml$, ±15 
Ltz^mWOMI P-3 * & L< ti^Sltf^?"?- VttzliJ:<Dm.Ktt-r2>tii / fc 
XJbho 

^wvM i p - 3 « l < \t^<DU^^ vt-tz^^m^-th^mt 

JrL#:^OF(a b') 2 ^ Fab\ Fab®3\ V^iPT^H^O^iltm 
Sl^U >*--e^L^iltii;#: (scFv) ft^otU^ 
[0 0 5 0] 

^HBJ<^M I P - 3 a i> L < {i^-^^-/^- fcti-e?>& 
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[0 0 5 1] 

y * o - -r fr&fcnvmi 
( a ) ^e/^n-t nttfrM&Ml&nf&k 

a ;Oj,^4LtU^o 2 -6a«f^iia-fo, It2~l oing 

, *K?K 77K h V -hsmfhfcZ>1>\ 

m x. bmmnnft frtzmfo*m$i 2-50 &kipmr 

)VK? 4 y<D~ft& [^M^-V- (Nature). 256. 495 (1975)3 IC^V^Jfei" h £ 

fc**-c£*o »'frflaa6*JtLTii, #yxfw/^'j3-* (peg) 

[0 0 5 2] 

f fll»t Ltli, NS-1> P3U1> SP2/0, AP-1* 

¥<DUMmw^mnmm,i) t mfbtL%>i)K p 3 u 1 l < fflv>ktu>o jb 

~2 0 : 15ggrC*!K PEG (#f£ L<l±PEG 1 000-PEG6000) 
**1 0-8 0%^JgO8tJgt:«D^tt, 20-40 #f £ L < fi 3 0 ~ 3 7 t; 

-ei ~i o#WH v-f *t ttwj: osb^i <»i^^ilt*^o 
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33/ 



xJf. 1 ~2 0%, $f£ L< til 0-2 0%<^fl6J£JfiLM£^tfRPMI 16 
4 Oigife, 1-1 0%4>4 1 fl&JBJfiL}*£-g'trG I Tigifc (#Pjfe*6HSX* (80 ) & 
&v>ti/W:/iJ K-^^ffi&JfiLYfJgift (SFM-l 0 K HtKM^ (HO ) * 

*g?sin#rawu »»5H~3awu &t l < n imm~ 2mm-?$>2> 0 & 

[0 0 5 31 

(b) *y^n^t«0«l 

(i^ DEAE) «»'M5k ^*^*a& JftKifrfr 

[0 0 5 4] 
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&j0. 1-2 0. fcpt L< 1 ~5 0«^:fr7;v$*&:£&^JBv*k;h^ 

®#$j2~6$!^K10i*o, ft*t3~l OUtflJ^T&frfr&o 
ffit< tiJflL?^^ & £ t ffx* # & o 

[0 0 5 5] 

fcffefc, t: yt tzim<om%W}m (flU 
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mimkztLxw&ztiZo ttz'&BKj&zx, mm%k mum, m&m, 

[0 0 5 6] 

/k aitryfy^ f^fj>, ifeS-fe^n-^, teg&JKfc Kn 

^tb'J^A, i&fi-fe/i'n-;^ S«K D-^>~h-/K H'^n-^ ^ 
— ^> ^Jl/^y^f^-b^n-x^^y^A, ^ n^^;v^ n-^.^- }> V >> A 
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o 

(flU ltr«B7K»tt^ffl^~^fe*OT^^-^Ajfi*if) , T^^m ( 
#!k jS-^nf'A 7Dn7^K &^*Wb*t£o 

[0 0 5 7] 

□su ; xawaj (m> &Tftw*j, &i*ia*r5W. mtmEsm, mmmm 
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***j4ir) , «j (flu tt^sa*^) . tmn, 

^^iS^i&^KJ: U^^r*^ flflxJfi&O. l^v^Ll 0 0li%t^^ o 
[0 0 5 8] 

^fT'J^^v^A, ^ijxfp>^'ja-;v6 0 0 0^t 5 ) * 
^£$sflllL-CffiSi&j£^U ^T?^5i:J:»>, l&i&ttfcawi 

[0 0 5 9] 

^VA3-fr/ ^afeSU t LTfi> ii (ft KD * V ;v n 



ttiiE# 2004-3028742 



#® 2003-056885 



38/ 



-30D55 (i§fp n p£) , n-A77;V?tt] . ^ 9 T 5 V ^Sfcntf'J S C 

^5-^^ if ri^lf h ti% o 

#^14-7^ H3-f>( >^#Jfc LTti, fiJx.{f^;i/-fe;vn-^^^co-t 

[0 0 6 0] 

Sjfct-7y^6 0, #yxf i/V^'J 3-;l/, *;v^y^f;i/-b;vn-^, T 
/<vy>7;i/3-;i/, ?dd^;-^ 7x;-;^t1 „ ^3Slt#J (0IU £ 

ifctt&SJ (#!l> ^- , ;--7*vS, =Tv^, ^^fft, h^n:3vM&ifOt£tr/A> 7° 
n tf v v jr y 3 - & if « & £ v> (if Wki" & £ X *) $ *l 

£ 0 £<e>m> -9-'; f-^m^ fvva, h v * 

^»#«rfflv^T^> x^ 0 mm\t> Mint. mm%T>7Mzftmz 



ffi|E#2 004-3028742 



2003-056885 



39/ 



[0 0 6 1] 
[0 0 6 2] 

• ^ffiOtztbizmm-rzWr&fcte^ ^^MliitLt, If 0.01 
~2 Omg/k g#S@^, Sf$L< i*0. 1 ~1 Omg/k g#MJ£, $ h 
Kftt L< t±0. l-5mg/k g#Sffj££. 1 H 1 - 5 Etfgjg, L< t± 

[0 0 6 3] 

mi p - 3 aco^m.^mmir^mnt tnt #t t < t±> *^©mi p- 

©mip-3 «*3-K-raRNA^e>o«se«oa^sr«nw-f *ftffl*^r-r 
-3 a *x-vir2>m.&m\\£, mm&m*%m?&mifo<vt£m^tt}&ftTx^ 

^7'J^Xt#Sfiiie^ J:0#M*WK:*4> *ii^)M I P - 3 a £ n- K 
»4*5j8 0%&_t, «fc L< lift 9 0%&±> £ L < J*i& 9 5%^-hO 

[0 0 6 4] 

tbfiE# 2004-3028742 
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^-v: 40/ 



Mip-3a*3-K«^o«afeBB3Wi««tc*'^§imu ^LHo -e 

mrt^-ci^o fiP*>. *&W<oT>*'t>xmmi> $»mip-3 

a *3 - K1-&»fcT^lfc¥£fr&RNA^W 7V ?4X1rZ> i 
[0 0 6 5] 

M*r<D&-£K!$Kmm*% < * *H^OMI P-3 a Kt^RNAO^ 

e^j-c* o t fesu^BB^j-c* otu(> $sv> & 1 5 i&mmm, o 

tftrfLlzmfeStilk^o mz-lX, *&W<OMI P-3a*3-Kt 

**^5' ^ATlf>;v-/, 5' S6-^-^7-Vf-h, 5' 

KfflRl^a K>\ ifiRa-hm O R FfBfTO&n 
K>\ 3' JUHMRtttt, 3' S;^r/Kn-Am ££0*3' ^7e>;v 

U~e&<, n*fl[DNAtf***IIWwMi p-3«*3- Ki-aa^fcjte^ 

[0 0 6 6] 

T > -f-fe V^gfflfett* 2 - 7** * v - D - V * LTV^ft^V'J 
D - V ^'-^ It v^S 'J ^ ^ V tf K, 7V>£fcit 



ffifE# 2004-3028742 
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^-v I 41/ 



&o -etbrbti. 2^SIDNA. l^ilDNA. 2^iIRNA. l$iRNA, $ 
f - K ii^ISi t'J^^l/ifF) „ $ <b O^HP 0#ip $ 

nyf^-f^tl ^-o^, 0Ox.*«e« U?l/7-b\ ^ * 

ZtitzX t? V-$r<f- K&i $ * * V K »± * $ v> 

[0 0 6 7] 

Ty^^^^mm*. R N A, DNA, &&^«f$£*L/^m (RNA, D 



{iiliEfjf 2004-3028742 
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42/ 



7t#f|i{4^^S ; 1?m#-<^I^^T^'9, flilxJf J. Kawakami et al., Pharm T 
ech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Crooke et a 
1. ed. , Ant i sense Research and Applications, CRC Press, 1993 & ifiZffiTF 

[0 0 6 8] 

rt*Wb*U>o cdLfc&Otiu ^m<7)3' #*&i/M±5' S»Jc# 
[0 0 6 9] 



mSE# 2004-3028742 
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^-v : 43/ 



&w h jwifc o r sot, 2|5:^jffl*-c»igayij#iiw*^K«j»fStt fc^-r & k 

RNAOMMO^OWflSP^fcffiWW^ffi^I^-t'Sifc^J: 0> IRWmRNAO** 

2>o *§&W<DM1 P-3 a *3- Ki-^mRNA^i#-ezi^iI#it?ri:S^ 
Kfi, RNA^'J # — Vtmm^m&L&2>y<< frxmk&SfcORNA*?-- 
7 ZmMLtz^J TV y K'; -W-Y A £ffiv>.S> i t kz X \) , IRWBEyiJ*— 
1" [Proc. Natl. Acad. Sci. USA, 98(10): 5572-5577 (2001)] 

o ZblZ^ 'JWA^ -etL^rr-K-t^DNA^tfU^^^-O^-e 
teJB-r&»£*fcti\ |g»WOJWI&*^OlWf*«ii-t-*fe*^, tRNA^ 

3e LfcE^j* $ K^Lfc/w r v 7 vv >w-r Ainit^ti^ [nuci 

eic Acids Res. , 29(13): 2780-2788 (2001)] o 
[0 0 7 0] 

•&mR<OM I P- 3 a *a- KtimRNAi L < tiitfST-^^^On 
-K**rtO«5«ya (««B|g¥*«0*frt±'f >hn>SP^«:*tr) te*H**W 
*n*0[^-y^RNA (small interfering RNA; siRNA) $^07> 
^ * ^ * $ *i# * o ~ R N A £ » ft $ Ai" tf^RN 

AtffliW4mRNA^Sii*, ^U>^RNAfi (RNA i ) tmtfi 

IL«|!»aBlfeT? tfei * i «W>£ *Lfc i i: ^ <b [Nature, 411 (6836) : 494-498 



ffiiE# 2004-3028742 
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^-v! 44/ 



(2001)] > 'J A (Oftt^t t L t ftS $ itt v»4 o 

-3 « fca- c DNAIE?iJk L< li$V 5 y * DN AEflHt 

m R N A & t < \±&WGMm.® <D*««tt * fe£ U f EODNA/RNAgU 

ffiiKl^ia^J^^t^- tic J: i)lltl,it^-e^ 0 s iRNAte. -tV 
^lM7Vf-b>^I^DNA/RNAi -£ *i*';h/frj£ U * 
T^~ i ; ^^tifc*^ #Jx.l^ &9 0~#tJ9 5t)^l^SSftt?^t 

. m3 o~^7 or-cm ~**j8b#p^7--'; >^$-£&.c*:icj: f)pmi-^<c 
t^tii> 0 fflttM*^-';^^v^^K0l*^»c^— ^-^y^-f* 

[0 0 7 1] 

4fe (flU tf*^ t7y\ -r^, tc*j-L 

itX\ **v^±g^mo7t*tcffil&»J*^<o^^WJc©*^^4ffl#2: 
fi!#-e#*o x7ny>j[:LtfAii: LT^tWcJ^&^1-& - 

fcbfiE# 2004-3028742 



#0 2003-056885 



45/ 



^K«rS#1-*»^ -^K)«A (#!6 0kg) fc#v>T»±. -Hicoi^ 
TVf-fe^^fcj&O. l~10 0mgS4n o 
[0 0 7 2] 

[0 0 7 3] 

^l&^ti^fc, MI P-3 a fc^Og^fc ifcttM 
I P — 3 a ^0'>^t^WJIfitt*i*tiWt*ttiI • 

MI P-3 a<0&&fcb LTfi> MI P-3 « itiW^lt v^f-;Hf 
#W53tf^ffl«:^"t-*>0-C**t{»^«||Ri±*v^ Mx.t^> <&£nOMIP-3 a 

[0 0 7 4] 

MI P-3 a t*<D3tmtb<D&&i®mir2>mMl*, &TO#SI9! 
OMIP-3a L< tt-eofflJ^y^ Kffcli-eo^ *5J:ir/*;fcttMI P 

[0 0 7 5] 

^h^om ip-3ai< fi-eosp^-/^- k t ^{±-?-o^: cm 

- 3 a J fcnMBi-**^^**) fcitf/tfcfcfcMI P-3 a^:## Wx.tf> 



miE# 2004-3028742 
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^-v: 46/ 



->^0»WJC*v»T. r^^<OCCR6j tm&ffi1-& 

*|§f!?>M I P - 3 a <om& (Mx.& 

ifj^Wt-ti, (i) Wlft^«5^ET*J:lWfi«£T-C*l6W 

OMIP-3«t^0J<7)CCR6t^^f&tt^iIlJ^-Jt^ci-^, (ii) 
HJ<7)M I P - 3 a <DftfeT 1 1&m<OM I P - 3 a £ & xr&Mkit&V! <Oft&T £ 

±|B^^ i ;-->^fet:i5V>Ttt^ fllxJf (i) (ii) 4>JHf^C43V>T^ 

jMfcWfcfc^ m.mt&woft&T&£iFm£&TK&\,*x, mah ccr6 

saUfeKfll DN A ^fr/vx>f fc&#TTVW yij ¥4 X 

f^ii^tHDNAt^ot, @5^iJ#-^: 8 f fc(± 1 0t?^$tL*T5 7t 

^> dn a (iit ivw* h 1; >i?i> . r^5tw^raR*©i4j & 
t±±fBtisiat?*^) $^omi p-3 a (Dum^^rmmLtztmu 
om^^-^au iM^^^-^n^Mi p-3 aommK^ 

-cig* u «m± fcs&ag l c c r 6 * & ~> :r ^ /MfaHSSN&tt OW x wr 
»)nimfc<«itu aflfl&pweK^'; ^mibtfciij&v >$tft. c 

{±J|E# 2004-3028742 



2003-056885 



: 47/ 



W<DMI P-3 a ^»CCR6 K«fcllS-lt\ »L*:MI P-3 a 

m$-^tt-rz>%i&m*mfcLxst®iirz>, (2) »»u*h^mip-3« 
*$i$&m<o ccr 6 ztt-f&Mtik (mint, ccr 6 t&tohti 

OKlH$Hc&jtt$-i2\ HIL^MI P-3 aO^«$/zt±^li^^-r^>^ 
£*&S!l5eLTJttfc1-&, (3) MU*WMIP-3a^ CCR6& 

I P-3 a(7)i«JfcliflIi^{:^t-?»^^l^l^ttftft^o 
[0 0 7 6] 

^OMI P-3 afcUM^ftfc^'^St*: U$^OCCR6i/ctt 
fi> ML^i^^MI P-3 a «rn - Kf^DNA^tt^^^^-tf 
XATDC5«I> CHO» WWf t Ldv^Wo K** 1 ; 
3 a ^fflfla^t'^i-^^RiEl^^* b<fflv^*L* 0 *fl!^MI P-3 

%&*km®, mnmmm, m^mmm, mmmmhftM* t*&$>ifb 

P-3«« IS#T & fb^tf £ t T^-T & -T £ ^-e § h o 
[0 0 7 7] 

MI P-3 «<7)^T>^^^ M±, Iftt L<tt*»CC 

R6£, ^##04&<7)U^>K> Mx.{^ ±ffi*^-~>'^&K:!3V>-CCC 



mgE#2 004-3028742 
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^-v: 48/ 



X? V-~>rm<Dm, ^H^CCR 6 «:#^-eJLfBO (i) ifcii (ii) <£> 
[0 0 7 8] 

±is^H^o^^ v-~yyiimKm^hfr2>*v n*, *mA<vMi p-3 

« 33 X Xf/t tz^mM<OC C R 6 £-^1" & & <£>-e&&o v^±;Hf#^51rS 
^»ig^*^-t^>«i: LTiltt£*L& 0 ^^c7)MI P-3 a te^SIS tifz ? > 

[0 0 7 9] 

^•7°^- ^-Mk^, 3tgi£jg$k iiaait, mmmmm, mm®, 

mmmwi, mMi*}?frhM\zfrtzik&m*tzizz<DM.x+ib*), ^ipjomi p- 
3 a <d &&&&&&&& x x?/ 1 tz *± v y 1- frmm&mm& * m^-r %> it&m t 
tz\$Jt<Dm.x**>z>o ij^tott Ltit mieL^^oMi p-3 atom. 

[0 0 8 0] 

fctt^O^Sr^i-4Hg •ftJ^J&ftfHfltt, -tIB*»WO 
*«^fcl±, $»MIP-3 «<7)^#:^fetti3J:^Vt^(iv^^;Hf 



miiE# 2004-3028742 



#BI2 003-056885 



^-v I 49/ 



$mM%i&.zm&i-z>4k&®ttzit*<Di&*, immtLx, it 0.01-2 

0mg/kg#m »JL<(±0. 1-1 Omg/k gfemmm, ZblZift 
iL<(i0.1~5mg/k g#*flj^ 1 B 1 ~ 5 0>gS> ^^KlilBl 

~ 3 urns, ffijz®. xn i «9 & <d am* i&x$> z> Q mmmn&^te x 

[0 0 8 1] 

^r-r^^mti. p-3 aZa-vt&mtto^zmmir&mM 

[0 0 8 2] 

i"^^*>. ^mttZtz, *mM<DMI P-3«^- Ki-^^SSB^Jt fc»± 

OMI P-3^m^-r^t^^^i-^>m^^«L, MMTtOMIP-3 « 
m^ifci^i^OMI P-3 «*i4tl.i**ttS«i:Uli: 
mRNAi(OiJ^(t ^(D^m, ®Ix.{£\ "/n-^ LT^IPJOM I P - 

T7* 1 ; f^*-y3>, ab&v^iy^v-fc LT«PJOMI P-3 « £n- K 

<(i3 0%m±, J:i9$?iL<(±^5 0%mJilfiW$-^^^^b^«r^ *$kW 



ffiSE# 2004-3028742 
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^-y: 50/ 



[0 0 8 3] 

:£IPJ§<7)M I P - 3 a * n - K-t£»^<E>f&3£*tiU *^©M I P — 3 a 

IP-3«r^Ii^ *HiOMI P-3 a K2t-r&#L#:&ffl^T> 
^«x.fi\ K^-fk^»*^fiET^i$»t*^^^»m^S*^ ^2 0%m±, & 

[0 0 8 4] 

M I P — 3 a (i> ^-C0^##: (#U;Lf*\ C C R 6 ) £: L T M^-fcf&M 
Lfc^ot, #f&§8te£ft, W^CCR6 Sra- K"*-*&3£HB?!I3: ftti^- 
^ ^ 1; - - > & tun, itM^w^TiJ J: v t m?&rr?*&m 

OCCR6 **16*i&*U M^Tt^CC R 6 <£>mR 

mRNAiO«5El±. mk.it, fu -fh tt^O C C R 6 



aiiE# 2004-3028742 



#M 2003-056885 v : 51/ 

^v^jj^-r jit ^-e § j o 

jo ccr 6 km? zmmt, ±mMip-3 a \,zttir&fcfctmw.<D^&*m 

[0 0 8 5] 

-tfB##&§80** V-->^^fflv>f>tLj^^ Hi, ^ISiWMI P-3 
3 a KtttZ&tffc, J&kW<DM I P-3 a &m&.-f&ffl3tt1-2>mi&^ & J 
WfPJOC C R 6 HM-T JirC^ ##§93coC C R 6 *j^r*Sfc& 
[0 0 8 6] 

* V ^ f * V - - > ^ffl * y b V»T» h ft J 

vmt^m, <kmt&m. §msmm, mmmmw., m^mmm. mm®. 

&&<Ol&.t LT13\ ffimLtz%i&W<DMI P-3 a <DM.tmffi.e>i><Djbm^htl 
[0 0 8 7] 

±ue>*$&w<DM i p - 3 a t izittf&wocc r 6 <D^m^m^-r^it^ 
k L-TMJ-fbt- jit a*-? # j o 



ffifE# 2004-3028742 
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^-v : 52/ 



&!®jttzl±J:<Dm.Z, imtt Lt\ jUffO. 01-2 Omg/k 
$f$L<(i0.1~10mg/k g#fie&, ^^CjftKliO. 1 ~5mg/ 

k gfenmm. 1 b 1 ~ 5 mmm, #£l<*±ibi~3 uraus, 

[0 0 8 8] 

[$^OM I P - 3 « L < ti-eoSP^^ K4 ^tt-€-oa«)5e»] 
$^OM I P — 3 a Sttfrtt, ^IPJ^M I P - 3 a fci&JWUKBW 

Wt^^^MI P-3 #^^>K-f 

( i ) *hwom 1 p - 3 a Ktt-tzmitt. * o^wtsmftis 

mi P-3 «o#j^*SiJ^^c:t*#^cfci-4m^*^^^Mi P-3 

(ii) WfcWL£&fc^z7pmklstt%;We>Mi P-3 « jcM*f*fibfr* ±0** 

mikz*ittw&&w<oMi p-3 «t^-t^#fc*ra«F*>*^jia^w^R. 

±15 (ii) (O^Am^^rit, -^Stft^^MI P-3 ffONi» 
SrS»i-&*L#-C2btLtf N ^<^#{±«&93tf>MI P-3 ^flx. 

[0 0 8 9] 

^BJOMI P-3 a KJtt**^ ^ n-t^*fflv^*glj!OM 
I P-3 «©£***fT*x.&«as fclfc^^fcJi&tftffifcfr&^fc*^^ 

ab')2 > Fab', *l.v>ttF a bl^ffl^tU^c 



WSE# 2004-3028742 



#02003-056885 



^-vl 53/ 



I P ~ 3 a i:^t4^l:fV^$i^(7)M I P - 3 a <Dfe&m* 

o 

xji c 125 n , c 131 d , c 3 w , ewe) ttzipm^btizo ±MmmtL 

[0 0 9 0] 

K>f y^fcisv^Tfi, ^MUfc*«M©MI P-3 



ttiiE#2 004-3028742 
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^-v : 54/ 



isiH#i;:tT&o-r*> £\,*Lmmz-ft> Lx$f%ixi> *v* 0 j&mftM&zv^mft 

^cRJ^fc 2^RJ6icfflv>fe*L«*»WOMI P-3 alcJt-r^-^y tu-i-ivfo 
ffiv^fr&tfvfc^ «^!OMI P-3 aOC*M£f£l&1~£*§ / ^ l^fcRJ&t? 
[0 0 9 1] 

^HJ<7)MIP-3 a KMt&*=S ?u-1-)V$ifaZ^ V> K>f ?fifcM© 
*RlBoaHWWK(F)fc. tftfcfc»*LfclMttiW (B) tZfrML (B 

T Hffifldftttfcffi v> & Hffiftfe i: ti& o 

ffi|iE# 2004-3028742 



#M 2003-056885 



-^-v: 55/ 



m 1 >H§< <b v>*§^ H & 1/ - if - otfeft £ JpJffl 1" & V - if - * 7 o * > u - * 
[0 0 9 2] 

as: nm r^^^A/Ty^j (»&*t, hs^5 4^#^t) . cjii^m 
*»5&ftj a$2M) m^w^ mm 57 *zmr) , ^mm&bm mmftfe 

S'JTEfej (M 3 Kg) BS^D 6 2 ^|&ff ) ^ TMethods in ENZYM0L0GYJ 

Vol. 70 (Immunochemical Techniques (Part A))„ Vol. 73(Immunochemica 

1 Techniques (Part B)k Vol. 74 (Immunochemical Techniques (Part 0) 

-» I^HF Vol. 84 (Immunochemical Techniques (Part DlSelected Immunoassays)) 
I^IF Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods) K Vol. 121 (Immunochemical Techniqu 

es(Part IrHybridoma Technology and Monoclonal Antibodies)) QsLbx TiJT 

Jsk±<D£*) K IT, *%W<DMI P-3 a W^^^V^itiaot 
, $H1<^MI P-3 a *mm&<j£w;t2>Z. fc^iSo 

*&K:W\ ##&BJ<7>M I P-3 a i:^t4fii;#iffiv>t*|l5!©MI P-3 a 
^i«S:€it4ifctJ:ot> $^©MIP-3 a <£>Mmv>f£1mttzi±ffi& 



tbiE# 2004-3028742 
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^-v: 56/ 



&w<dmi p-3 a zmn^&tzftKitmt&m** ? <^v>ftMs mnmo&fr 
m*<D$i§£w<vM i p-3 a <D^m, mkm&ft^&tf 2>*%w<vm i p - 3 a 

[0 0 9 3] 

NAJ fcBfrffi-T* (±, fflx-tf, 7°n-rt LT^ffl1-^>- tti «9 
„ t h ttzltm<OU5kW}^l (fflz-l*. 7>;K -^*> W-;K ^^r. f 
1;. ^y, -9*;k ^>v\*>v?-& £*) Kisit 

£:*:$&9§OMI P-3 a ititefrOWfr*-??- Kfcn- WDNAifclimR 
NA^If (iHST-HHT) fctfcffl-tfcC: £<3TN IDNAt 

limRNAOm v^liSmi&T*. »DNAifcttmRNAO* 

^fyj^-lf-ys^PCR-SSCPS (^v;^^ (Genomics) , f 5 
^, 8 7 4-8 7 91 (1 9 8 9^) . -/nv-v^X -t7-f -tvat 
;v • T%7*< — - iff • -<M-2-> WX • iff • (Proceedings of 

the National Academy of Sciences of the United States of America) , H 
8 6t, 2 7 6 6-2 7 7 01 (1989 #) ) £ t*iZ £ V) nffitZZtW? £ 

PCR-S SCP&fcJ: 0DNAO^3g*#lfeffl*^*#**^ Jg-#&iffilfe 

[0 0 9 4] 

[DNAte^Kitr] 

{±ifiE# 2004-3028742 
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57/ 



*«Wt±. MttO*HiOMI P-3 « KtSDNA (J^T, 

( 2 ) * t: h nsfLi&«*y y ©Hi® t?* * sm i ) fam^m^, 

(3) yyHSftW^^^f tzityy YX&ZM (2) fBSR^SMfe. feitf 

(4) ^HiOMttD N A J fcttf (^)HD N A *M l> «8?Ll&&fc*3V>T 

*ISWOMttDNAifcl±^ftDNA*lrt4*l; M«?L» (J^T> 
> v^n^^x^yg^ ^-T-'f ^ DEAE-f^ 

4*5, HJim^yytSl^ Dfclt^*;* j^mtLT, C5 7 

BL/6M*fc, DBA2#8fcfcif> ^tU, B6C3Fi^I, BDF i 
B6D2FiII, BALB/cItt, ICR^if) ifett^yb ( 
Wi s t a r, Lv\, 

tBSE# 2004-3028742 
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^-v : 58/ 



[0 0 9 51 

> ^i«as**ir) m.m<omn, xm, m<o&&^<o 

ilfDNAi: LTti, If^^WOMI P-3 « *rS&SS-£SDNA&* 
HfcU 0flx.tf. IE#&:£3PJOM I P-3 a <0®m*Wffl-tZ>? 
$*5DNA4Wffl^?)ti4o 

NA^f ?-ti> itttffiiwjtt^v <£> d n a £ ^rt & #mni?Liii 

if) ffi5fcODNA£f^£^? &£®;/n^-?-<7)TM^ ^OthDN 

<D D N A £ ^iSi" ^DN A^m$lWi^} *ftffii" & £ £ i 3 o 
[0 0 9 6] 

^lOMI P-3 aOHS^^-fc LTii, h\ ft 

0!k ~> ^ T > ^ *M ffuvt fr*. -tn — -eJfiL*Pt*>f fl'*. jc 



ffiIE#2 004-3028742 
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^-v*: 59/ 



•yf, ^^fcif) »-/n^-^-, Will T^T* < ^>*y>I I 

9— t\ JM^fcfifcjfcftH^/J. ^7f>Kl, K 1 O&itFK 1 4, 

> IUfcitn II, ^M^y -^AMPW>^I^rt-€^ I 

■;K v^bn7^, S5Sl^ttT;i/* y "7 * * y t * — h y * 
AjpjmttH^ ^lz-b^-fD^^^t-b* (— mzT i e 2 bti&ZtlZ) 

> "t" h y *A#y 7A7fy^>3'J >-®Hfcl£35i (N a, K — AT P a s e) , 

t-^l»>li^-, MHC^7^I^iI (H-2L) „ H-ras> V 
K-^5>j8-*BMk*3R, TO^**y/- if (TPO) , ^7°^ 

K0®ftH^-l« (E F — 1 a) , |S7^f afeJltF/? ^ tv>ll, 5* 

'>>ft«lliJJ:0 f 2^ 5 J-y vaWI^^/t^Jt, fn^n7''J>> Thy-K 

M^tTa H80»rasSB (vnp) , ifiLrtr^ n^r kp 3>^°-^> >> ^ 

y 7°P y > ^ 7°n ^ - ^ - ^ M f, ti^ 0 

(EF-la) «7)7*n^-^-, t b^i^y h 'J ^T^f ^7*n^^-^ 
[0 0 9 7] 

-e-O^ S^t1-^>^ttDNA^^f>tC^^$-ti:^)i6<jT'#DNA<5D^7' 
7" n ^ - * - Uto 5 ' ±«E, ^n^-^- £ flgtfgttN * & v> f *fliaR&& 
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lE^^mmoMi p-3 aommmmu ^ vitz^mm%W)^ 
ttitemtki: ^n^^tziE^^y^^m^mmmm^^Mmmnm^mKx o 

D N Alf^fft J: i) ftmr Z>^t § & 0 

D N A **3fetC«J*1- * £ t ZmU L"C> |DN Al^lfrtf £ LTSIT^fillcSjt 
ffii*#^K^iatc43^T^^^*ttDNA^fy^^Ei-^,c: fcfcj\ 

o 

tBSE# 2004-3028742 
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^-v : 61/ 



[0 0 9 8] 

§goM i p - 3 a <D$m%mm*. *&m<oM i p - 3 « tmm-rzmmomm 

MIP-3 atf>lfj(Hl£#£^"t*£fctf^ *fti©MI P-3 a lc|M*1-&^ 

m> ttimtmm. z twin* -t&«»J^^v-- 

<D<£X H*«iB«)WD N A Zm-TZo mXD N A * 

^DNA^tt^i^ Ksm*&ft-r & £ § & o 

[0 0 9 91 



mtiE# 2004-3028742 



mm 2003-056885 



^- v : 62/ 



^mip-3« (omttft&ziPFfcm z.ta>*$>*). t^mm^r^m^j 
i p - 3 a <omt^^n.m^iBm<ommw^<omm^ x zfz-vm&z 

i©M I P — 3 a 

lEUt* St<Z>#6£BRE# (dominant negativefpffi) ZMWi-Z^Tfr t%2> 

o 

I P — 3 aOJBJn^i^rt-Sifc^f), :£§PJ^MI P-3 « £fctt«Mfc?ftS 
ttlWiat^l-M, fllxJf. Ba«m, lattiJfiu <^MTffiJflL^^ 

(D^ODNAfiiitOtit^DNA^ L<(iRNA*S^lftS^\ 
SfcliDNAfcJ: ijS&^S*L7fc^:/^K^&#^& *H1^>M 
I P-3 ai:i V)mnmz%m&ZW*ft&fo1r%^y^ V £(DMM&fc^r 

[0 10 0] 

*H10DNA(Etttft*Iv»t, $HWOM I P - 3 « <Z>«fg?FJS 
ttSPBSiSft ^ &"^tf > *HI!OM I P — 3 a fclWa^a^J&^BflcaEtffcWI^ 

!±ifE# 2004-3028742 
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^-v: 63/ 



3«14«©#gjb> 7*°f-y^, 3Hk&&Wii#mfcO&|jStt, tfc feti- 
sh, h K £ V 2> >> ^ ;M£jttS» £ IH^. e> * & i * § , 

flaa^jc&fiSr-g-tr, **wom i p — 3 « Kiii&i-&£moi&*3goras&&fi : fc 
w** & iio d n a zmt> m^-r nmt&"£$> & « 

[0 10 1] 

(1) MODNAMM^f;^t MffllLKr^K^m^ 

(2) iDNA^^^-S^ (M> ^HS^iS-*'?^ hv^-^fS 

tixncfctj: oTOtt^k^tL^ (i) mm.v>m*mm. 

(3) ^i-7^»itttl>^i (l) 

( 4 ) Y^%mwrvmmmx*$>z>n (1) 

(5) y^tsiw^^^^si (4) 

( 6 ) *§kW ©DNA #q^l$^k £ tLfzm D N AISB'F^ t h HtSUHr^ 

(7) fDNA^U'f-^-lf^ (flU ^d»lfifi*0/9-^9^ h v^--tfst 
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^-vl 64/ 



(8) ik\L\m\MWYvmmm^ibz>w. (6) ^lemo^n hPi?L». 

(9) ^7fiW J 7-)Xt*^f (8) ^ffi®<^t hPifLI&tk 

do) m (7) ^lei^iw^ i^i^t/fcifc-^u 

% tz ii & £ tt % <d&<d 7s ? i; - ~ y £ m & o 
[0 10 2] 

fg£#PM1-&#\ & L< JiiCDNA^- KLTV^^^OMI P-3 a c^?g■ 
tt£|l5Clft^3c£-£;z> ,1 1 K J; »K DNA^Iflft^^coMI P - 3 a <D 

£ ^DNAK^-^Xte^OfJI^ fl!lDNA£# X* £ti«#l£-£ 

x *)^m<oy v97*> hDNA^^-rtL^iv^ 

[0 10 3] 

NA»ftES» Tt^^coy -y^T* hES#tthW&iSl-&) 
#!l£:LTfi. lajxJdt, Bfit>i:i-^#li Mffi?LS;W^1-^>^:^ODNA*« 
U ^OJ^yygfcfrK*:*^^ yytM£«fz^\ />^nv^f yythftMH 1 
^f^hl-^^JimSfc^ ^^>vMi l a c Z {p-Jfy? by^-if» 
K cat (^n^Ay^-n-^T^^h^yxyi^-^^fST-) ^rft^ 
£: ? -McT-^£ff - 1 J; V) y y <£>M£?ifc!rf & #\ 

^^vMii^yyf^o^ y bny^iCil^o^^^-lg^-^^DNAeB^J ( 
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i4<nitKJ:oT, *S*tti:lfe?t«it4 £ 9 Kfll^Lfc D 
NAHB?!J£^rr&DNA8t (£IT> * ~~Y y T 4 9 - 

^7fO^^ -tfUR K-fifcJB L fc^HJ ©DNA M<0iS§«*O DNAffi 

T«U «x.lf, lfi£^i:-5*B!EJw»ai$*LfctO«:ffiv»Tt J: <> 2£<&£n Eva 
nsfcKaufma^>^tc!|ICTifL<#3:L7t:*>0-e^ iv^ 0 ^J£«\ 7>)xOES 

BJ§f>^&E S ^ * t'O @ W^Jift C 5 7BL/6VWC 5 

7BL/6O$£0P^O^&££DBA/2 fcO£StfcJ: 0 ScfL^BD F i -r^ 
* (C57BL/6hDBA/2iOFi) £Mv>T«f:£ L£ & £f& 
fflv^So BDFiv^^li, $MPgb&*#<, |p**3t^T?**i:v^5pJ^ 
C5 7BL/6-7-)X^fft:foot% £*L£ffiV*-C#lb fltzE S 
Mfim g ^^^*£^ffiL£h CSyBL/ev^^i^^^^nx 
tSit -e-e-OatteWir* * C 5 7 B L / 6 * X left x. * £ £ OTT^T?* & £ 

[0 10 4] 
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^-v: 66/ 



tv^^i:MLT, 1 ES,Mlfc (&J5 01®) -e^tfOT% ig# 

ttz, m~&*U?i/3>tLTte, milt, G-/r/f>f >^j£lcj;;b$r§L 

1 0 o%^s£lw>*\ #a:^I^<7)%a0^^oM#±ffl^^^{i^ ESi 

n = 4 0t$>») tr||r>^n-^>^i-^>i^^^ 

ix. sTommwmm<D£o%&m%yj-y-mm±xL 1 f (1-1000 

OU/ml) ^TtC^^^«^l*J (fJKit 5%R», 9 5%^$ 
7^(i5%m^ 5%^m^> 9 0%^) T^3 7t1!^ttl,^t^St* 
ig*U mftBf^(i> #0xJ*\ h'jyvVEDTAM (if 0.001-0. 
5 % h V 7°v 0 . 1 - 5 mM E D T A, L < tt» 0 . 1 % h U 7*> 
ImM EDTA) •) JIMffllfeftU fr^Kffil; Lfc 7 ^ - ^HffiJ&±K 

m®^&/3&&^^fr.2>o £^£?&3t>ftf;i. diHU -3 B^Mt&9^> 

«Bij3a»4&*"t & £ t am t ti& 0 

^0^^7 P 0«^^b^^^i«h^RT^-e*>i9 CM. J. Evans&tfM. H. Kaufm 
an, *<-f^- (Nature) 0292^ 154W. 1981^ ; G. R. Martin ^Dy-f 
-f • • f>3t^ • TXTS. - • rt-y • 1M • .ol-^^jc- ( 

Proc. Natl. Acad. Sci. U.S.A.) H78%. 7634W, 1981^ ; T. C. Doetschman 
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7*ny-, '£87^ 27M, 1985^0 , *5&W<VE Saffilfe£5Ht$-frT#& 

jfcufe»*«rt*it k & v> x&m %> o 

[0 10 5] 

AKJ: ^-^7fr/W^-0*II^DNAWFffittft§^DNAE 

^ * &$£<D%i§£W <0 D NAM^)i£fi^ D N A82?!) t^^y^^- t Ltz 
P C Rf£K i^lPFWC^JJcl-^ - fc^"e^^>o ^fc hm$lMWm&ffln&*m^fz 

\zmmiT2>o f^m £ tt^»(4jE^^^:^^D N A^£ & o« 
#l^iODNAl^^«t<D]iif^f>i^$^+>7i^& 0 
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^-v: 68/ 



> :£#&BJOM I P - 3 a<D^7-u%m?F£ffifcftJ&Z3cML, ^Hbomftfrb 
*|&iOM I P — 3 a 0**3&3t^£ffi#£*£& - & o 

[0106] 

ac- y?$?}L hm%m^}^it^x, mttftmm.Whz.Kx ^^^dnaii: 

$HiODNAHi^^k: MtftfttttttiU *PlOM I P - 3 a \z X 

t)mmz*mzm*<D&mmte.zx&:irztz^ *&m<oMi p-3 a <D*kwm 

[0 10 7] 

(a) *§&w<DDNA<D&m*m&%¥Ki&mirzmffiKttvx%im -=?wm$k 

^ODNAH^^K MUSLIMS **WODNA^^^««*if 

tf4tE# 2004-3028742 
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^-v I 69/ 



jftfls-fr*, »»&e<nk ttwttmttu mmmmmmm, mm*z# 

a^wB^tu t^mtw^, w&ik&mwmttt^z&fr^xM&miR-t 

£lz$ > t>*tXMS.m$i1r2>zttfX£2> 0 
[0 10 8] 

«itH JJg®*> JlffiJfiU < ^MTtbJfli^^JlifiL^*, t^WflJ^. $ 

mx?v-->mmz#\,*x^ mm® \z.nm^m £ t * m 
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#unfiWiu>, io*^fcLTii, «x.«r, $s$im (Wx-tf, ti> y> 
m> n^stm, ma*?) **v»i±*r«» Mx.n. mm, *m f 

U:^©MIP-3 a *tt1-zmmtmUKLX3kik-t2>Z.t&-C£& 0 

ZOXoF.LXfahtLZ MM it, &&X&m&X$> %><DX\ mx.\*> thtfz 
itm$lW}^l (Wx.lt* v**. W7h, ^-9-^ t";^ 9 

03S*tt***», »tft^*»PB:#1-*»*\ -JKW^JSA (#16 

OkgtLT) OMfUfitl^^ttt, -BKo£^ffc^£&0. 1~ 
lOOmg, &IL<(i|)l. 0~5 Omg, <£ W£L< liffil. 0 ~ 2 0 m 

. 0 1-3 0mgffE> §f$ t< imo. l-2 0mgm £ i? £ L < t*i& 

o. i~i 0mg8JK*«R&ltfcJ: o&^aoa*^^**,, ®><Dmm<D 

Wi&i>, 6 0 k g Sfc »> K&n L^* *4S#-r * £ § & „ 

[0 10 9] 

fcBfE# 2004-3028742 
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— ifit^J- (lacZ), Pl^ttT^^ 1 ; 7^X"7T^-^itf5T-t/w«;Vv7 

*3&9§ ODNAfcVtf-* - fi^FTfift $ *Lfc2M&9| ©DN A#63Pf^# 
h *ILft*t?tt. 9 -3&te=¥-&*5km<D D N A I^t4 ^n^-^-o^ 

mTKft&-f2><DX% Kt^^fOMt h 

#S&lp!OMI P-3 a *3- Kt&DNA^- 
Yisy-Jfl&itt (1 a cZ) -ef^ttv^i^ 2^ 
M I P - 3 a (7)Mt^ait\ *fMOM I P-3 « <Dft*> /? - ? b 
•>y-Wlit^o tot^ 5--7*n^e-4-^nn-3-W>K i ; 
)V- p-if?? YM=7J vK (X-ga 1) (DSl*)* p-ft?? hv^--tr<7)* 
»fc£&^£Mv>T$frfe-t-*£i:KJ: »k ffif^H^<0MI P-3 

- 3 a * * £ fc (±^<7>l§JfSH2Jtf- £ ? /W T Kfc iT-CH5fe U V > 

WRm&mi&LtiL (pbs) -e^m. x- ga 1 *<kism&mx\ mmttitt 

3'7Wt% &3 0#&v>Lll$lt9^£-£fc?^ Ili^lmM EDT 
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, Mfe*«»"t*ttfJ:v»o #&H^v> N 1 a c Z*3-WmRNA* 

i^i^tLttt ®)xJt *s$sm («*.«r. mm. JfeflaK&Bfc 

[0 110] 

rt^ti^O-C% fllxJf. JB«^ JJgffiJfiU (^ITM^t^Mfi^ 

o 
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73/ 



fc*5V>T«\ -Bi:oii^»*|!j0. 1-1 0 Omg, fiFt L < 1 . 0 
~5 0mg, iDffiKliftl. 0-2 OmgS4t^o ^Pfl<l^4t^ 

M x. tf, *3&fJH <£> D N A £2**r & :/n ^ - * - £ |5a«1" & ik&m £ <o 
^TSIIitJ&A (6 0kgtLT) oli$^If(:^4f^t^ -BKoigrtt 
^tf&ltJO. 0 1-3 OmgSE #2 L<&;&0. 1-2 0m g m £f?Sf 
iKliftO. 1 ~ 1 0 m g^Jg^#M^*f i *9 O^fP^^,^> 0 

m*)KZ<D?>^?MZ&%,m£. ^:<Dtk®.x<D4tm & £ h & asm t & 

§&^*-& i 9 ^«*^#5H-tLi^ ^^OM I P - 3 a ^<D i> <D<DfcftX<D 
[0 111] 

^WfflWK&^x, Jta*^T5 / IUPAC- 
I UB Commission on Biochemical Nomenclature J: &H§^&<5>v>^3:^l£:53•• 
DNA ift^ry'J^fi 

c d n a : *B«ift t*^- * v 

a : rr~y 

T : ^ > 
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G 
C 

RNA 
mRNA 
d ATP 
dTTP 
dGTP 
dCTP 
ATP 
EDTA 
SDS 
G 1 y 
A 1 a 
V a 1 
Leu 
I 1 e 
S e r 
Th r 
C y s 
Me t 
G 1 u 
Asp 
L y s 
A r g 
H i s 
P h e 
T y r 
T r p 
Pro 



y tf®m 

* y-tr>v>-y 



* v v ^ v > = y >m 

^y yv 
/ty > 

>f V n >f 2/ > 

•ty > 
y py 

7x-;i'77-> 
f-ui/y 

y^-fyyry 
■/ny y 
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A s n 
G 1 n 
p G 1 u 
Sec 

[0 1 

Me 
E t 
B u 
P h 
TC 
T o s 
CHO 
B z l 
Cl2-Bzl 
Bom 
Z 

C 1 -z 

B r -Z 
B o c 
DNP 
T r t 
Bum 
F m o c 
HOB t 
HOOB t 

HONB 



I •& \/ J i/Ts^T'i > (selenocysteine) 



1 2] 



f7VV^^-4 (R) Fi 

2, 6-y^on^>y'ji/ 

t —f h^ry^f^ 

N- 9 bdfy*^#-;i/ 
1 KD^ry^VXfV 7/-iV 

3, Kn-3-t 
1,2,3 V 
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DCC IN, N* -yy^nA^fyMH'^U* 

[0 113] 

mvm^: i] 

thMIP-3 BOcDNAOttiE3U'^to 

tEfll*^ : 2 ] 

hMI P-3 a^BtflE^U^^ y^SB^iJ^^f o 

[E?iJ#^ : 3 ) 

yy 1>M I P-3 « W c DNAcoM^J^to 

CE?y#^: 5] 
(E?0#^-: 6) 

7>)7mi p-3 «<7>ittriE* 0 'j^7^ kot^ ymBe^j^^-To 

t fCCR60cDNAOSSE?S^to 
CESW^: 8] 

CE3«^: 9] 

v^^CCR6(7)cDNA<7)t»J5:/7to 

CE?'J#^- : io) 
CE3W* :n) 

«t< < miZtifz* 'J^^W KO&3&E?!! fczFTo 
CE?!I#^ : 12) 

tBgE# 2004-3028742 
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[0 114] 
[0 115] 

H«|J 1 9 y h Mlfo.^ f*;w: & It & M I P - 3 a mtt<n$kW%M t 

^ ? b mmmmM^rfrx^mmMK&v &m i p - 3 « it-feT-^^Jn t 
fefaU^w^zz^^^Mzm^tzo siiMfj^L-ctt 8®itSD 

Ltz 0tBa«b, ^^X^ 1 ;^^^^ • • V-^ — f- (Experimental Brain 

Research), 9 5^. 3 8 8-3 9 6JI\ 1 9 9 3#) o i"*fe*>> ^D-k>t 

1 2 o Lfco z<o'ik, te^m&Kxzmmffifflt&frho, 2, 

4, 6, 8. 24, 4 8, 9 6 tiplDftt^ — 0 5 EO7 ? b • 

#kS (^-vrt^^mT'^-ri^lci: ^^3 5l^oi^:IS) £F,j§ 
$6U ^JfoJ££|SMf K2, 4, 6, 8, 2 4, 4 8, 9 6 mffi&K&mZffitti, 

-> . m^rmxLtzr; adna^^l^ -9— v y 

fRT-PCR^^(GIBCO BRLtt)»Tl**cDNA^lSL 
7t 0 H^ficDNAIIi:, MIP-3 a mttV>7EMMP C R K J: &3§gifi 

AX1±) ^ffl^tMI P-3 a mttOfcMiMP CR?7 J v-ty h&lgftL 
, »#Lfc2*BW>*y« (SB^iJ#-f-l 1 : 5 '-A G A AT G G C 

CTGCAAGCATC T- 3 ' ; @fi^J#^ 1 2 I 5 '-T G C A G A G G T A A G 
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CCAGCAGTA-3') £^J& (zTu rf • ^^/OttPSft) Lfco _tIB<Z> 

r^v— >*fflv^r«i(<BL7tMi p-3 aiifs^ffifM-ti^aofe*^^ 

-Kfflbfco — RJS*fcD#y A+RNA 0. 8ngi:fi^t^fl77hcDN 

a, ztzitofrh i o6ntf-(o^mMi p-3 a&mttmmt Lxm^, a 

B I -fV XA 7 0 0 0 (T-fJJ K • ^-f tWfAXtt) &fflV>T«f£^T& 
o7to MI P-3 « m<5^H^*{i> I P - 3 ajk&=Pfrh<Ol*m LtztfL 

AtiLfrh. #t>X^rtOMI P-3 « c DNA3tr-St*iflii-f Sit^io 
Xl&tbtzo ^yf^m^m^niE-r^fzib^ ^^r/n-f>>GAPD 
H • 3yfD-jVJ-yi>fV I C-Zn-T (T^^-T K • ^tv^fAX 

ilcDNA^OGAPDH 1 n \L — %>tz D I P-3 ajt^a^-fftt t 

ftfflEM& 2 B#H&3&> h M I P - 3 a m.tt<OS&3Mi>*1*lJll't S fifz o 

«s*^apt?tts*a£M*6^^> 2 4 ttm&t^ atatii 8 i^wt^M i p - 3 

0 iSUiOfif*^^. MI P-3 a^JfiLmo#ii»fL^#^L<^a^S$*t, 

[0 116] 

H«!!2 JrQMI P-3 afom^Z&yy Ym&fo.*7'MZisW&m%fflto%: 

1 P-3 «*/*n— *-/Mfttf: Q^T\ SiMI P-3 «feL#^^ffii-^)) cofla^ 

v (B&^v-frXv '*-ft)ZM^x*j^mmmm*r)i'*ftj&Ltz (.mmh 

„ i^^^i; * )V • :/W V • y -9— (Experimental Brain Research). 
9 5i, 388-396 1, 1 9 9 3^) a 1"ft;b*>> ^n-t«TCv'J =f 
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h^mmm^mm^m^mf, mdammnm (ap:-o. 8,ml.--i. 6 

^ DV:-4. 0, iiLW^) fc, fetMI P-3 affifa (IgGl : ?y*f4 
A • T-^ytt, jjfuy^ : 4 3 5 4 0 ; 2 O^g/1 0^1) , h 
n-;i/^ (IgGl : r/f^ • x^ytt. #?n^#-5§- : 4 3 0 0 2 ; 2 
0^1) &&AL£ 0 IMtl Umzyv Hia£^iBU f^mm 

otrKifr* ^ 4 * %fm, t t c iftrfe«^ h mmmwz x y mmmmm *m%. l 

I P - 3 a ^t^iOtlf f t ikt L ttt t: (P< 

cos) /Jn^^ot^ (in 2 a) o ii2tit, ^Mmmmmnmm,w.mz±m 

2Ht«lft?:IteLf:^6, S;MI P-3 a W^ttti: (P< 

o. 05) mmmmm&'h zfr^tz m 2 b ) 0 ^±<5o^^«m 1 p - 3 « ^at^ 

[0 117] 

#f&9§OM I P — 3 a fi> Jl • 08x.if , JKJfiLlf&«0^»fv- 

[0 118] 

[@e*w 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 



<120> Pharmaceutical Use of MIP-3« Suppressing Substance and Screening 
for Brain or Nerve Cell Protecting Substance 
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<130> B03029 

<160> 12 

<170> Patentln version 3.1 

<210> 1 

<211> 288 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (288) 
<223> 

<220> 

<221> sig peptide 

<222> (1) . . (78) 
<223> 

<220> 

<221> mat_peptide 

<222> (79) . . 0 
<223> 

<400> 1 

atg tgc tgt acc aag agt ttg etc ctg get get ttg atg tea gtg ctg 48 
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Met Cys Cys Thr Lys Ser Leu Leu Leu Ala Ala Leu Met Ser Val Leu 

-25 -20 -15 

eta etc cac etc tgc ggc gaa tea gaa gca gca age aac ttt gac tgc 96 
Leu Leu His Leu Cys Gly Glu Ser Glu Ala Ala Ser Asn Phe Asp Cys 
-10 -5 -11 5 

tgt ctt gga tac aca gac cgt att ctt cat cct aaa ttt att gtg ggc 144 
Cys Leu Gly Tyr Thr Asp Arg He Leu His Pro Lys Phe He Val Gly 

10 15 20 

ttc aca egg cag ctg gee aat gaa ggc tgt gac ate aat get ate ate 192 
Phe Thr Arg Gin Leu Ala Asn Glu Gly Cys Asp He Asn Ala He He 

25 30 35 

ttt cac aca aag aaa aag ttg tct gtg tgc gca aat cca aaa cag act 240 
Phe His Thr Lys Lys Lys Leu Ser Val Cys Ala Asn Pro Lys Gin Thr 

40 45 50 

tgg gtg aaa tat att gtg cgt etc etc agt aaa aaa gtc aag aac atg 288 
Trp Val Lys Tyr He Val Arg Leu Leu Ser Lys Lys Val Lys Asn Met 
55 60 65 70 

<210> 2 
<211> 96 
<212> PRT 
<213> Homo sapiens 



<400> 2 

Met Cys Cys Thr Lys Ser Leu Leu Leu Ala Ala Leu Met Ser Val Leu 

-25 -20 -15 

Leu Leu His Leu Cys Gly Glu Ser Glu Ala Ala Ser Asn Phe Asp Cys 
-10 -5 -11 5 

Cys Leu Gly Tyr Thr Asp Arg He Leu His Pro Lys Phe He Val Gly 
10 15 20 
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Phe Thr Arg Gin Leu Ala Asn Glu Gly Cys Asp He Asn Ala He He 

25 30 35 

Phe His Thr Lys Lys Lys Leu Ser Val Cys Ala Asn Pro Lys Gin Thr 

40 45 50 

Trp Val Lys Tyr He Val Arg Leu Leu Ser Lys Lys Val Lys Asn Met 
55 60 65 70 

<210> 3 

<211> 288 

<212> DNA 

<213> Rattus norvegicus 
<220> 

<221> CDS 

<222> (1) . . (288) 
<223> 

<220> 

<221> sig_peptide 

<222> (1) . . (75) 
<223> 

<220> 

<221> mat_peptide 

<222> (76).. () 
<223> 

<400> 3 

atg gcc tgc aag cat ctg ccc ttc ctg get ttg gcg ggg gta ctg ctg 48 
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Met Ala Cys Lys His Leu Pro Phe Leu Ala Leu Ala Gly Val Leu Leu 

-25 -20 -15 -10 

get tac etc tgc age cag tea gaa gca gca age aac ttt gac tgc tgc 96 

Ala Tyr Leu Cys Ser Gin Ser Glu Ala Ala Ser Asn Phe Asp Cys Cys 

-5 -11 5 

etc acg tac aca aag aac gtg tat cat cat gcg aga aat ttt gtg ggt 144 
Leu Thr Tyr Thr Lys Asn Val Tyr His His Ala Arg Asn Phe Val Gly 

10 15 20 

ttc aca aca cag atg gec gac gaa get tgt gac att aat get ate ate 192 
Phe Thr Thr Gin Met Ala Asp Glu Ala Cys Asp He Asn Ala He He 

25 30 35 

ttt cac ctg aag teg aaa aga tec gtg tgc get gac cca aag cag ate 240 
Phe His Leu Lys Ser Lys Arg Ser Val Cys Ala Asp Pro Lys Gin He 
40 45 50 55 

tgg gtg aaa agg att ttg cac etc etc age eta aga acc aag aag atg 288 
Trp Val Lys Arg He Leu His Leu Leu Ser .Leu Arg Thr Lys Lys Met 

60 65 70 

<210> 4 
<211> 96 
<212> PPvT 

<213> Rattus norvegicus 
<400> 4 

Met Ala Cys Lys His Leu Pro Phe Leu Ala Leu Ala Gly Val Leu Leu 
-25 -20 -15 -10 

Ala Tyr Leu Cys Ser Gin Ser Glu Ala Ala Ser Asn Phe Asp Cys Cys 

-5 -11 5 

Leu Thr Tyr Thr Lys Asn Val Tyr His His Ala Arg Asn Phe Val Gly 
10 15 20 

mtiE# 2004-3028742 
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Phe Thr Thr Gin Met Ala Asp Glu Ala Cys Asp lie Asn Ala He He 

25 30 35 

Phe His Leu Lys Ser Lys Arg Ser Val Cys Ala Asp Pro Lys Gin He 
40 45 50 55 

Trp Val Lys Arg He Leu His Leu Leu Ser Leu Arg Thr Lys Lys Met 
60 65 70 

<210> 5 

<211> 291 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)..(291) 
<223> 

<220> 

<221> sig_peptide 

<222> (1) . . (81) 
<223> 

<220> 

<22 1> mat__pept i de 
<222> (82).. () 
<223> 

<400> 5 

atg gcc tgc ggt ggc aag cgt ctg etc ttc ctt get ttg gca tgg gta 48 
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Met Ala Cys Gly Gly Lys Arg Leu Leu Phe Leu Ala Leu Ala Trp Val 

-25 -20 -15 

ctg ctg get cac etc tgc age cag gca gaa gca gca age aac tac gac 96 
Leu Leu Ala His Leu Cys Ser Gin Ala Glu Ala Ala Ser Asn Tyr Asp 

-10 -5 -11 5 

tgt tgc etc teg tac ata cag acg cct ctt cct tec aga get att gtg 144 
Cys Cys Leu Ser Tyr He Gin Thr Pro Leu Pro Ser Arg Ala He Val 

10 15 20 

ggt ttc aca aga cag atg gec gat gaa get tgt gac att aat get ate 192 
Gly Phe Thr Arg Gin Met Ala Asp Glu Ala Cys Asp He Asn Ala He 

25 30 35 

ate ttt cac acg aag aaa aga aaa tct gtg tgc get gat cca aag cag 240 
He Phe His Thr Lys Lys Arg Lys Ser Val Cys Ala Asp Pro Lys Gin 

40 45 50 

aac tgg gtg aaa agg get gtg aac etc etc age eta aga gtc aag aag 288 
Asn Trp Val Lys Arg Ala Val Asn Leu Leu Ser Leu Arg Val Lys Lys 

55 60 65 

atg 291 
Met 
70 

<210> 6 
<211> 97 
<212> PRT 
<213> Mus musculus 

<400> 6 

Met Ala Cys Gly Gly Lys Arg 
-25 

Leu Leu Ala His Leu Cys Ser 



Leu Leu Phe Leu Ala Leu Ala Trp Val 

-20 -15 

Gin Ala Glu Ala Ala Ser Asn Tyr Asp 
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5 

He Val 
20 

Ala He 
Lys Gin 
Lys Lys 



<210> 7 

<211> 1122 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (1122) 

<223> 

<400> 7 

atg age ggg gaa tea atg aat ttc age gat gtt ttc gac tec agt gaa 48 

Met Ser Gly Glu Ser Met Asn Phe Ser Asp Val Phe Asp Ser Ser Glu 
15 10 15 

gat tat ttt gtg tea gtc aat act tea tat tac tea gtt gat tct gag 96 

Asp Tyr Phe Val Ser Val Asn Thr Ser Tyr Tyr Ser Val Asp Ser Glu 
20 25 30 



2003-056885 




-10 -5 -1 1 

Cys Cys Leu Ser Tyr He Gin Thr Pro Leu Pro Ser Arg Ala 

10 15 
Gly Phe Thr Arg Gin Met Ala Asp Glu Ala Cys Asp He Asn 

25 30 35 

He Phe His Thr Lys Lys Arg Lys Ser Val Cys Ala Asp Pro 

40 45 50 

Asn Trp Val Lys Arg Ala Val Asn Leu Leu Ser Leu Arg Val 
55 60 65 

Met 
70 
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atg tta 
Met Leu 

gta ccg 
Val Pro 
50 
att ctg 
He Leu 
65 

aca gac 
Thr Asp 

ctt act 
Leu Thr 

ttc age 
Phe Ser 



ttt aac 
Phe Asn 
130 
ate gec 
He Ala 
145 

eta ccg 
Leu Pro 



ctg tgc 
Leu Cys 
35 

att gee 
lie Ala 

gtg gtg 
Val Val 

gtc tat 
Val Tyr 

etc cca 
Leu Pro 
100 
aat gec 
Asn Ala 
115 

tgc ggg 
Cys Gly 



tec ttg cag 
Ser Leu Gin 

tac tec ttg 
Tyr Ser Leu 
55 

ate acc ttt 
He Thr Phe 
70 

etc ttg aac 
Leu Leu Asn 
85 

ttc tgg gca 
Phe Trp Ala 

acg tgc aag 
Thr Cys Lys 



att gta 
He Val 

cgc age 
Arg Ser 



ate ate tec age 
He He Ser Ser 



atg ctg etc 
Met Leu Leu 
135 

cag gcg act 
Gin Ala Thr 

150 
aaa ate ate 
Lys He He 
165 

tea act ttt 
Ser Thr Phe 



gag gtc 
Glu Val 
40 

ate tgt 
He Cys 

get ttt 
Ala Phe 

atg gec 
Met Ala 

gtg agt 
Val Ser 
105 
ttg eta 
Leu Leu 
120 

ctg act 
Leu Thr 



aag tea 
Lys Ser 

tgc ctt 
Cys Leu 

gtc ttc 
Val Phe 



agg cag ttc 
Arg Gin Phe 

gtc ttt ggc 
Val Phe Gly 
60 

tat aag aag 
Tyr Lys Lys 
75 

att gca gac 
He Ala Asp 
90 

cat gec act 
His Ala Thr 

aaa ggc ate 
Lys Gly He 

tgc att age 
Cys He Ser 
140 

ttc egg etc 
Phe Arg Leu 

155 
gtt gtg tgg 
Val Val Trp 
170 

aac caa aaa 
Asn Gin Lys 



tec agg eta ttt 
Ser Arg Leu Phe 
45 

etc ctg ggg aat 
Leu Leu Gly Asn 



144 



gec agg 
Ala Arg 

ate etc 
He Leu 

ggt gcg 
Gly Ala 
110 
tat gee 
Tyr Ala 
125 

atg gac 
Met Asp 



tct atg 
Ser Met 
80 

ttt gtt 
Phe Val 
95 

tgg gtt 
Trp Val 

ate aac 
He Asn 

egg tac 
Arg Tyr 



cga tec aga aca 
Arg Ser Arg Thr 
160 

ggg ctg tea gtc 
Gly Leu Ser Val 
175 

tac aac acc caa 
Tyr Asn Thr Gin 



192 



240 



288 



336 



384 



432 



480 



528 



576 
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ggc age 
Gly Ser 

agg tgg 
Arg Trp 
210 
ate cct 
He Pro 
225 

ttg gtg 
Leu Val 

ata get 
He Ala 

gtc ctg 
Val Leu 

cag age 
Gin Ser 
290 
get ttc 
Ala Phe 
305 

cag aag 
Gin Lys 

gtg aga 



180 

gat gtc tgt gaa 
Asp Val Cys Glu 
195 

aag ctg ctg atg 
Lys Leu Leu Met 



ttg atg 
Leu Met 

caa get 
Gin Ala 

gtg gtg 
Val Val 
260 
ctt gtg 
Leu Val 
275 

gaa aag 
Glu Lys 



ttc atg 
Phe Met 
230 
cag aat 
Gin Asn 
245 

ctt gtg 
Leu Val 

acg get 
Thr Ala 

eta att 
Leu He 



ctg cac tgc tgc 
Leu His Cys Cys 
310 

ttc aga aac tac 
Phe Arg Asn Tyr 
325 

agg aag tac aag 



185 

ccc aag tac 
Pro Lys Tyr 

200 
ttg ggg ctt 
Leu Gly Leu 
215 

ata ttt tgt 
He Phe Cys 

tct aaa agg 
Ser Lys Arg 

ttt ctg get 
Phe Leu Ala 
265 

gca aat ttg 
Ala Asn Leu 

280 
ggc tat acg 
Gly Tyr Thr 
295 

ctg aac cct 
Leu Asn Pro 



cag act 
Gin Thr 

gag eta 
Glu Leu 

tac acg 
Tyr Thr 
235 
cac aaa 
His Lys 
250 

tgt cag 
Cys Gin 

ggt aaa 
Gly Lys 

aaa act 
Lys Thr 



gtg etc 
Val Leu 
315 
ate ttg 
He Leu 
330 

tec tea ggc ttc tec 



gtc teg 
Val Ser 
205 
etc ttt 
Leu Phe 
220 

ttc att 
Phe He 

gec ate 
Ala He 

att cct 
He Pro 

atg aac 
Met Asn 
285 
gtc aca 
Val Thr 
300 

tac get 
Tyr Ala 



190 

gag ccc ate 
Glu Pro He 

ggt ttc ttt 
Gly Phe Phe 

gtc aaa ace 
Val Lys Thr 
240 

cgt gta ate 
Arg Val He 

255 
cat aac atg 
His Asn Met 
270 

cga tec tgc 
Arg Ser Cys 

gaa gtc ctg 
Glu Val Leu 



624 



ttt ctg aag 
Phe Leu Lys 



ttt att ggg 
Phe He Gly 
320 

aag gac ctg tgg tgt 
Lys Asp Leu Trp Cys 
335 

tgt gee ggg agg tac 



672 



720 



768 



816 



864 



912 



960 



1008 



1056 
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Val Arg Arg Lys Tyr Lys Ser Ser Gly Phe Ser Cys Ala Gly Arg Tyr 

340 345 350 

tea gaa aac att tct egg cag ace agt gag ace gca gat aac gac aat 
Ser Glu Asn He Ser Arg Gin Thr Ser Glu Thr Ala Asp Asn Asp Asn 

355 360 365 

gcg teg tec ttc act atg 
Ala Ser Ser Phe Thr Met 

370 
<210> 8 
<211> 374 
<212> PRT 
<213> Homo sapiens 

<400> 8 

Met Ser Gly Glu Ser Met Asn Phe Ser Asp Val Phe Asp Ser Ser Glu 
15 10 15 

Asp Tyr Phe Val Ser Val Asn Thr Ser Tyr Tyr Ser Val Asp Ser Glu 

20 25 30 

Met Leu Leu Cys Ser Leu Gin Glu Val Arg Gin Phe Ser Arg Leu Phe 

35 40 45 

Val Pro He Ala Tyr Ser Leu He Cys Val Phe Gly Leu Leu Gly Asn 

50 55 60 

He Leu Val Val He Thr Phe Ala Phe Tyr Lys Lys Ala Arg Ser Met 
65 70 75 80 

Thr Asp Val Tyr Leu Leu Asn Met Ala He Ala Asp He Leu Phe Val 

85 90 95 

Leu Thr Leu Pro Phe Trp Ala Val Ser His Ala Thr Gly Ala Trp Val 

100 105 110 

Phe Ser Asn Ala Thr Cys Lys Leu Leu Lys Gly He Tyr Ala He Asn 

tfcSE^ 2004-3028742 



1104 



1122 



0 0 3-05 



6 8 



8 5 
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115 



120 



125 



Phe Asn Cys Gly Met Leu Leu Leu Thr Cys He Ser Met Asp Arg Tyr 

130 135 . 140 

He Ala He Val Gin Ala Thr Lys Ser Phe Arg Leu Arg Ser Arg Thr 
145 150 155 160 

Leu Pro Arg Ser Lys He He Cys Leu Val Val Trp Gly Leu Ser Val 

165 170 175 

He He Ser Ser Ser Thr Phe Val Phe Asn Gin Lys Tyr Asn Thr Gin 

180 185 190 

Gly Ser Asp Val Cys Glu Pro Lys Tyr Gin Thr Val Ser Glu Pro lie 

195 200 205 

Arg Trp Lys Leu Leu Met Leu Gly Leu Glu Leu Leu Phe Gly Phe Phe 

210 215 220 

He Pro Leu Met Phe Met He Phe Cys Tyr Thr Phe He Val Lys Thr 
225 230 235 240 

Leu Val Gin Ala Gin Asn Ser Lys Arg His Lys Ala He Arg Val He 

245 250 255 

He Ala Val Val Leu Val Phe Leu Ala Cys Gin He Pro His Asn Met 

260 265 270 

Val Leu Leu Val Thr Ala Ala Asn Leu Gly Lys Met Asn Arg Ser Cys 

275 280 285 

Gin Ser Glu Lys Leu He Gly Tyr Thr Lys Thr Val Thr Glu Val Leu 

290 295 300 

Ala Phe Leu His Cys Cys Leu Asn Pro Val Leu Tyr Ala Phe He Gly 
305 310 315 320 

Gin Lys Phe Arg Asn Tyr Phe Leu Lys He Leu Lys Asp Leu Trp Cys 

325 330 335 

Val Arg Arg Lys Tyr Lys Ser Ser Gly Phe Ser Cys Ala Gly Arg Tyr 



340 



345 



350 
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Ser Glu Asn He Ser Arg Gin Thr Ser Glu Thr Ala Asp Asn Asp Asn 

355 360 365 

Ala Ser Ser Phe Thr Met 
370 

<210> 9 

<211> 1101 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1) . . (1101) 

<223> 

<400> 9 

atg aat tec aca gag tec tac ttt gga acg gat gat tat gac aac aca 48 
Met Asn Ser Thr Glu Ser Tyr Phe Gly Thr Asp Asp Tyr Asp Asn Thr 
15 10 15 

gag tat tat tct att cct cca gac cat ggg cca tgc tec eta gaa gag 96 
Glu Tyr Tyr Ser He Pro Pro Asp His Gly Pro Cys Ser Leu Glu Glu 

20 25 30 

gtc aga aac ttc acc aag gta ttt gtg cca att gec tac tec tta ata 144 
Val Arg Asn Phe Thr Lys Val Phe Val Pro He Ala Tyr Ser Leu He 

35 40 45 

tgt gtc ttt ggc etc ctg ggc aac att atg gtg gtg atg acc ttt gec 192 
Cys Val Phe Gly Leu Leu Gly Asn He Met Val Val Met Thr Phe Ala 

50 55 60 

ttc tac aag aaa gec aga tec atg act gac gtc tac ctg ttg aac atg 240 

tBSE# 2004-3028742 
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Phe Tyr Lys Lys Ala Arg Ser Met Thr Asp Val Tyr Leu Leu Asn Met 

65 70 75 80 

gcc ate aca gac ata etc ttt gtc etc ace eta ccg ttc tgg gca gtt 288 

Ala He Thr Asp He Leu Phe Val Leu Thr Leu Pro Phe Trp Ala Val 

85 90 95 

act cat gcc acc aac act tgg gtt ttc age gat gca ctg tgt aaa ctg 336 
Thr His Ala Thr Asn Thr Trp Val Phe Ser Asp Ala Leu Cys Lys Leu 

100 105 HO 

atg aaa ggc aca tat gcg gtc aac ttt aac tgt ggg atg ctg etc ctg 384 
Met Lys Gly Thr Tyr Ala Val Asn Phe Asn Cys Gly Met Leu Leu Leu 

115 120 125 

gcc tgt ate age atg gac egg tac att gcc ate gtc cag gca acc aaa 432 
Ala Cys He Ser Met Asp Arg Tyr lie Ala He Val Gin Ala Thr Lys 

130 135 140 

tct ttc egg gta cgc tec aga aca ctg acg cac agt aag gtc ate tgt 480 
Ser Phe Arg Val Arg Ser Arg Thr Leu Thr His Ser Lys Val He Cys 
145 150 155 160 

gtg gca gtg tgg ttc ate tec ate ate ate tea age cct aca ttt ate 528 
Val Ala Val Trp Phe He Ser He He He Ser Ser Pro Thr Phe He 

165 170 175 

ttc aac aag aaa tac gag ctg cag gat cgt gat gtc tgt gag cca egg 576 
Phe Asn Lys Lys Tyr Glu Leu Gin Asp Arg Asp Val Cys Glu Pro Arg 

180 185 190 

tac agg tct gtc tea gag ccc ate acg tgg aag ctg ctg ggt atg gga 624 
Tyr Arg Ser Val Ser Glu Pro He Thr Trp Lys Leu Leu Gly Met Gly 

195 200 205 

ctg gag ctg ttc ttt ggg ttc ttc acc cct ttg ctg ttt atg gtg ttc 672 
Leu Glu Leu Phe Phe Gly Phe Phe Thr Pro Leu Leu Phe Met Val Phe 
210 215 220 

mH# 2004-3028742 
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tgc tat ctg ttc att ate aag acc ttg gtg cag gec cag aac tec aag 720 

Cys Tyr Leu Phe He He Lys Thr Leu Val Gin Ala Gin Asn Ser Lys 

225 230 235 240 

agg cac aga gec ate cga gtc gtg ate get gtg gtt etc gtg ttc ctg 768 

Arg His Arg Ala He Arg Val Val He Ala Val Val Leu Val Phe Leu 

245 250 255 

get tgt cag ate cct cac aac atg gtc etc etc gtg act gcg gtc aac 815 
Ala Cys Gin He Pro His Asn Met Val Leu Leu Val Thr Ala Val Asn 

260 265 270 

acg ggc aaa gtg ggc egg age tgc age acc gag aaa gtc etc gee tac 864 
Thr Gly Lys Val Gly Arg Ser Cys Ser Thr Glu Lys Val Leu Ala Tyr 

275 280 285 

acc agg aac gtg gec gag gtc ctg get ttc ctg cat tgc tgc etc aac 912 
Thr Arg Asn Val Ala Glu Val Leu Ala Phe Leu His Cys Cys Leu Asn 

290 295 300 

ccc gtg ttg tat gcg ttt att gga cag aaa ttc aga aac tac ttc atg 960 
Pro Val Leu Tyr Ala Phe He Gly Gin Lys Phe Arg Asn Tyr Phe Met 
305 310 315 320 

aag ate atg aag gat gtg tgg tgt atg aga agg aag aat aag atg cct 1008 
Lys He Met Lys Asp Val Tip Cys Met Arg Arg Lys Asn Lys Met Pro 

325 . 330 335 

ggc ttc etc tgt gec egg gtt tac teg gaa age tac ate tec agg cag 1056 
Gly Phe Leu Cys Ala Arg Val Tyr Ser Glu Ser Tyr He Ser Arg Gin 

340 345 350 

acc agt gag acc gtc gaa aat gat aat gca teg tec ttt acc atg 1101 
Thr Ser Glu Thr Val Glu Asn Asp Asn Ala Ser Ser Phe Thr Met 

355 360 365 

<210> 10 
<211> 367 

2 004-302 87 42 
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<212> PRT 

<213> Mus musculus 

<400> 10 

Met Asn Ser Thr Glu Ser Tyr Phe Gly Thr Asp Asp Tyr Asp Asn Thr 

15 10 15 

Glu Tyr Tyr Ser He Pro Pro Asp His Gly Pro Cys Ser Leu Glu Glu 

20 25 30 

Val Arg Asn Phe Thr Lys Val Phe Val Pro He Ala Tyr Ser Leu He 

35 40 45 

Cys Val Phe Gly Leu Leu Gly Asn He Met Val Val Met Thr Phe Ala 

50 55 60 

Phe Tyr Lys Lys Ala Arg Ser Met Thr Asp Val Tyr Leu Leu Asn Met 
65 70 75 80 

Ala He Thr Asp He Leu Phe Val Leu Thr Leu Pro Phe Trp Ala Val 

85 90 95 

Thr His Ala Thr Asn Thr Trp Val Phe Ser Asp Ala Leu Cys Lys Leu 

100 105 110 

Met Lys Gly Thr Tyr Ala Val Asn Phe Asn Cys Gly Met Leu Leu Leu 

115 120 125 

Ala Cys He Ser Met Asp Arg Tyr He Ala He Val Gin Ala Thr Lys 

130 135 140 

Ser Phe Arg Val Arg Ser Arg Thr Leu Thr His Ser Lys Val He Cys 
145 150 155 160 

Val Ala Val Trp Phe He Ser He He He Ser Ser Pro Thr Phe He 

165 170 175 

Phe Asn Lys Lys Tyr Glu Leu Gin Asp Arg Asp Val Cys Glu Pro Arg 

180 185 190 

Tyr Arg Ser Val Ser Glu Pro He Thr Trp Lys Leu Leu Gly Met Gly 
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195 200 205 

Leu Glu Leu Phe Phe Gly Phe Phe Thr Pro Leu Leu Phe Met Val Phe 

210 215 220 

Cys Tyr Leu Phe He He Lys Thr Leu Val Gin Ala Gin Asn Ser Lys 
225 230 235 240 

Arg His Arg Ala He Arg Val Val He Ala Val Val Leu Val Phe Leu 

245 250 255 

Ala Cys Gin He Pro His Asn Met Val Leu Leu Val Thr Ala Val Asn 

260 265 270 

Thr Gly Lys Val Gly Arg Ser Cys Ser Thr Glu Lys Val Leu Ala Tyr 

275 280 285 

Thr Arg Asn Val Ala Glu Val Leu Ala Phe Leu His Cys Cys Leu Asn 

290 295 300 

Pro Val Leu Tyr Ala Phe He Gly Gin Lys Phe Arg Asn Tyr Phe Met 
305 310 315 320 

Lys He Met Lys Asp Val Trp Cys Met Arg Arg Lys Asn Lys Met Pro 

325 330 335 

Gly Phe Leu Cys Ala Arg Val Tyr Ser Glu Ser Tyr He Ser Arg Gin 

340 345 350 

Thr Ser Glu Thr Val Glu Asn Asp Asn Ala Ser Ser Phe Thr Met 
355 360 365 
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<210> 11 

<211> 20 

<212> DNA 

<213> Artificial 



<220> 

<221> misc_feature 
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<223> Oligonucleotide designed to act as primer for amplifying fragment 
of rat MIP-3a gene transcript. 

<400> 11 

agaatggcct gcaagcatct 20 
<210> 12 
<211> 21 
<212> DNA 
<213> Artificial 

<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying fragment 
of rat MIP-3a gene transcript. 

<400> 12 

tgcagaggta agccagcagt a 21 

imi] 

rn»r>«W (A) isXtfiUMm (B) K£l1r2>ftmM 

&<dm i p - 3 a mm^ommommmt, & x xr^fi\z^Tte^sutm^ 

[0 2] 

yy hmm&L^r^K&^x, tpftm&tirt&ti&y hui p-3 t 

tiTF-to Bit 1 . *iiStudent t-test £ *K n > Y n-;v^#3£&c:2tLTp<0.05 
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[mu 



0.09 
0.08 
x 0.07 
£ 0.06 

0 0.05 
* 0.04 

CO 

1 0.03 
S 0.02 

0.01 
0 
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